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FIELD OF THE INVENTION 

This invention relates to novel compounds, to pharmaceutical compositions 
comprising the compounds, as well as to the use of the compounds in medicine 
and for the preparation of a medicament, which acts on the 15-lipoxygenase 
enzyme. It is of special interest to provide a medicament against inflammatory 
diseases and disorders having an inflammatory component. 

BACKGROUND OF THE INVENTION 



The major problems wife present therapies for inflammatory conditions are lack 
of efficacy and / or real or perceived side-effects. Diseases or disorders which 

15 are of an inflammatory nature, or which contain an inflammatory component 
are numerous, e.g. asthma, chronic obstructive pulmonary disease (COPD), 
pulmonary fibrosis, allergic disorders, rhinitis, inflammatory bowel disease, 
inflammatory pain, atherosclerosis, vasculitis, pancreatitis, arthritis, 
osteoarthritis, rheumatoid arthritis, conjunctivitis, iritis, scleritis, uveitis, wound 

20 healing, dermatitis, eczema, psoriasis, stroke, diabetes, autoimmune diseases, 
Alzheimers disease, multiple sclerosis, sarcoidosis, and Hodgkin's disease and 
other malignancies. 



Asthma alone is a chronic inflammatory disease affecting of 6-8 % of the adult 
25 population of the industrialized part of the world. In children, the prevalence is 
even higher, close to 10% in most countries. Asthma is the most common cause 
of hospitalization for children under the age of fifteen. Treatment of asthma is 
based on the severity of the condition; mild cases are untreated or only treated 
with inhaled /?~agonists, while patients with more severe disease should be 
30 treated with anti-inflammatory compounds on a regular basis. There is a 



considerable under-treatment of asthma, which is partly due to perceived risks 
with existing maintenance therapy (mainly inhaled corticosteroids), such as 
growth retardation in children and loss of bone mineral density. The result is 
unnecessary morbidity and mortality. As an alternative to steroids, the 
5 leukotriene receptor antagonists (LTRas) have been developed. These drugs can 
be given orally, but they are considerably less efficacious than inhaled steroids 
and do usually not control the airway inflammation satisfactorily. The result of 
these circumstances is that at least 50% of all patients with asthma are 
inadequately treated, and the medical need for an anti-inflammatory asthma 
1 0 drug without real or perceived side effects is immense. 

The situation is similar regarding allergic disorders, a number of common 
conditions where drugs are present, but underused due to side effects, resulting 
in undertreatment. Rhinitis, conjunctivitis and dermatitis may have allergic 

1 5 background, but may also be present without allergic component. The non- 
allergic conditions are in many cases more difficult to treat and a new effective 
treatment would benefit large patient groups. Also chronic obstructive 
pulmonary disease (COPD) is a common disease affecting 6-8% of the world 
population. The disease is potentially lethal, and the morbidity and mortality 

20 from the condition is considerable. There is today no pharmacological treatment 
known that can change the course of COPD and a novel anti-inflammatory 
therapy would be beneficial for large groups of patients. Pulmonary fibrosis is a 
less common, but serious disorder with a very bad prognosis, no curative 
treatment exists. Inflammatory bowel disease is a group of disorders with high 

25 morbidity and today with only symptomatic treatment. Rheumatoid arthritis and 
osteoarthritis are common and disabling inflammatory disorders of the joints 
without curative and only moderately effective symptomatic treatments 
available. Inflammation is a common cause of pain and an effective anti- 
inflammatory treatment will be beneficial also after trauma, surgery and under 

30 other circumstances when inflammatory pain is present. 



Several malignancies do have inflammatory components adding to the 
symptomatology of the patients. A new anti-inflammatory treatment may be 
beneficial also in these patients. 

5 

The mammalian lipoxygenases are a family of structurally related enzymes, 
which catalyze the oxygenation of arachidonic acid leading to the formation of 
various pro-inflammatory mediators. Three types of human lipoxygenases are 
known which catalyze the insertion of molecular oxygen into arachidonic acid 
10 at carbon positions 5, 12 and 15. The enzymes are hence named 5-, 12- and 
15-lipoxygenase, respectively. 

The primary product of the action of 5-iipoxygenase on arachidonic acid is 
further converted by a number of enzymes to a variety of physiologically and 

15 pathophysiological^ important metabolites. The most important of these, the 
leukotrienes, are strong bronchoconstrictors. Large efforts have been devoted 
into producing drugs that would inhibit their action, and that would be useful in 

asthma therapy. These include 5-lipoxygenase inhibitors, inhibitors of 
FLAP (Five Lipoxygenase Activating Protein), and leukotriene receptor 

20 antagonists (LTRas). 

Another class of enzymes that metabolize arachidonic acid are the 
cyclooxygenases. The metabolites that are eventually formed include 
prostaglandins, thromboxanes and prostacyclin, that possess physiologically or 

25 pathophysiological^ activities, hi particular, the prostaglandin PGE 2 is a strong 
pro-inflammatory mediator and also induces fever and pain. Consequently, a 
number of drugs have been developed to inhibit the formation of PGE^. 
Compounds belonging to the classes usually denoted •'NSABD's" (Non-Steroidal 
Anti-Inflammatory Drugs) and "coxibs" (selective cyclooxygenase-2 inhibitors) 

30 act predominantly by inhibition of one or several cyclooxygenases. 
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We have good reasons to believe that also metabolites that are formed from 
arachidonic acid by the action of 15-lipoxygenase and other enzymes acting 
downstream of 15-lipoxygenase, have pronounced pathophysiological activities 
5 including pro-inflammatory effects. We believe that blocking the formation of 
these metabolites could be beneficial as a disease modifying treatment to 
several different groups of patients. 

Thus, as inflammation is the underlaying cause of a variety of diseases and 
1 0 disorders, and as inflammatory processes are involved in many diseases and 
disorders, blocking the effect of 15-lipoxygenase is equivalent to a 
pharmacological effect against inflammatory diseases and processes. 
Accordingly, 15-lipoxygenase inhibitors would be important in the treatment of 
asthma, chronic obstructive pulmonary disease (COPD), pulmonary fibrosis, 
1 5 allergic disorders, rhinitis, inflammatory bowel disease, inflammatory pain, 
atherosclerosis, vasculitis, pancreatitis, arthritis, osteoarthritis, rheumatoid 
arthritis, conjunctivitis, iritis, scleritis, uveitis, wound healing, dermatitis, 
eczema, psoriasis, stroke, diabetes, autoimmune diseases, Alzheimers disease, 
multiple sclerosis, sarcoidosis, and Hodgkin's disease and other malignancies. 

20 

In all of the above mentioned conditions, the 15-lipoxygenase inhibitors maybe 
beneficial alone or in combination with other active drugs. 



SUMMARY OF THF. INVENTION 



One object of the present invention is a compound of formula (I): 



R 1 is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, Cj.$-alkyl, 
C^s-cycloalkyl, C 2 -6-alkenyl, CWalkynyl, aryl, C^-heterocycloalkyl, 
heteroaryl, CN, R 4 C(Z), (R'XR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, 
R 4 C(Z)N(R 7 ), (R 5 )(R*)NC(Z)N(R 7 ), (r^(r^nc(z)N(R 7 )C(Z)N(r 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^CR^NS^NCR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0)„N(R 8 ),R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 
(R 5 )(R 6 )NS(0) n N(R 7 )S(0)„N(R 8 ), R 4 0S(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R s )(R 6 )NC(Z)0, R 4 OC(Z)0, O z NO, R 4 S(0) n O, ^KR^NSCO^O, 
R 4 0S(O)„0, R 4 S, R 4 S(0)„, (R^^NStO),,, and R 4 OS(0) n ; and wherein the 
Ci-6-alkyl, C 3 . 8 -cycloalkyl, C 2 ^-alkenyl, C 2 ^-alkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci^-alkyl, C 3 ^-cycloaIkyl, 
C^-alkenyl, C 2 . 6 -alkynyl, aryl, C^-heterocycloaHcyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^ 6 )^ R 4 C(Z)N(R 7 ), 
(R S )(R^)NC(Z)N(R 7 ), (R S )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 




wherein: 



R<SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R<)NS(0)„N(R ). 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) I ,N(R 8 ), I^W^ 
(R^NS(0)^^^^ 

is not directly attached to an aryl or heteroaryl ring; wherein the C^alkyl, 
C^cycloalkyl, C 2 ,-alkenyl, C 2 .-a1kynyl, aryl, C^heterocyeloalkyl, and 
heteroaryl residues are optionally ^independently substituted hy one or more 
0 groups selected from halogen, Chalky!, C^-cycloalkyl, C«-alkenyl, 
C^-alkynyl, aryl, C 3 *-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R<0NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R^NCC^NCR^KR 8 ), 
R^OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^S(0)^(R 7 )C(Z)N(R»), R OC(Z)N(R ), 
15 R«SC(Z)N(R 7 ), azido, NQ 2 , R 4 S(C) n N(R 7 ), (R 5 XR^NS(0) n N(R 7 >, 
(R s )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ), R 4 OC(Z)N(R 7 )S(0)^(R 8 ), 
(R^NSCO^S^CR 8 ), R^SCOW 7 ), R 4 C R 4 C(Z)0, 
(R^R<0NC(Z)O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R'XR^NSCO.A 

R 4 OS(0) n O,R 4 S,R 4 S(0)^^ 
20 is not directly attached to an aryl or heteroaryl ring; 

Z is a substituent connected by a double bond, and is selected from O-, S-, 
r4n _ (r5)(R *)NN= R 4 ON=, (R 5 )(R^S(0) 2 N=, NCN=, 0 2 NCH=, and 

(R^CR^C^, 
nisi or 2; 

25 R 2 is selected from hydrogen and CWalkyl, optionally and independently 

substituted by one or more halogens; or where R» andR* are optionally jomed 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
heteroatoms, or 1-3 double bonds, and which optionally is substituted by a 
group selected fromhalogen, C^-alkyl, C 3 *-cycloalkyl, C^-alkenyl, 
30 C 2 . 6 -alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
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<R*)(R«)NC(Z), R'OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
fR s VR*)NaZ)N(R 7 ), (R^NCC^N^'^NCR 8 ), 

R*SC(Z)N(R 7 ), azido,NC- 2 , R 4 S(C-y«(R 7 ), (^WWW >■ 
5 (R^NCC^NCR^SCOoNCR 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R ), 
(R^WtRW'), R 4 OS(C-) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R^NC(Z)0, R 4 OC(Z)0, 0 2 N0, R 4 S(0) n O, (R^NS^O, 
R<OS(0) n O,R 4 S,R 4 S(0) n ,^^^ 

that Z is not directly attached to an aryl or heteroaryl ring; and wherein the 
l0 Calkyl, C^-cycloalkyl, C^-alkenyl, C^alkynyl, aryl, C 3 ^eterocycte- 
alkyl, andheteroarylresidues are optionally and independently substituted by 
oneormoregroupsselectedfromh^ 

C 2 6 -alkenyl, C M -alkynyl, aryl, C^-heterocycloaDcyl, heteroaryl, CN, R C(Z), 
(R S )(R«)NC(Z), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
15 (R^(R 6 )NC(Z)N(R\(R 5 )(R 6 )NC(Z)N(R 7 )C(Z^ 

R*OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCO^NOR^NCR 8 ), R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^NSCOV^R 7 ), 
(R 5 )(R^NC(Z)N(R 7 )S(0^^^ 

(R^CR^NSCO^SCO^NCR 8 ), R^SCO^CR 7 ), R 4 0, R 4 C(Z)0, 
20 (R^NCCZP, R 4 OC(Z)0, O.NO, R 4 S(0)»0, (R^W, 
R <OS(0) n O,R 4 S,R 4 S(0)„^ 

is not directly attached to an aryl or heteroaryl ring; wherein the CWalkyl, 
C 3 8 -cycloalkyl, C 2 . 6 -alkenyl, C^alkynyl, aryl, C^heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
25 groups selected from halogen, Ce-alkyl, C^-cycloalkyl, C^-alkenyl, 
C 2 6 -alkynyl, aryl, C 3 ^heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
<R 5 )(R«)NC(Z), R 4 OC(Z), R 4 SC(Z), (R S )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R^NCC^NCR 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R"OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCOnNCR^NCR 8 ), R 4 OC(Z)N(R ), 
30 R 4 SC(Z)N(R 7 ), azido, NC- 2 , R 4 S(0) n N(R 7 ), (R 5 )(R^NS(0)^(R 7 ), 



s 



(R^CR^NCCZ^NCR^SCO^CR 8 ), R 4 OC(Z)N(R 7 )S(0)^(R 8 ), 
(R^CR^NSCOaNCR^SCOnNOR 8 ), R 4 OS(0)nN(R 7 ), R 4 0, R 4 C(Z)0, 
(R^^NCCZ)©, R 4 OC(Z)0, 0 2 NO, R^O^O, (R^CR'ONSCO^O, 
R 4 OS(Q) n O, R 4 S, R 4 S(0) n> (R^XR^NSCO),,, R 4 OS(0)„, and Z, provided that Z 
5 is not directly attached to an aryl or heteroaryl ring; 
X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, C=S, and SO*; 

R 3 is Ci^-alkyl, C M -cycloalkyl, Cj^-alkenyl, CWalkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 

10 more positions by a group selected from halogen, Chalky!, C 3 ^-cycloalkyl, 
C^-alkenyl, C 2 -6-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ),(R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), ^(R^NSCO^NCR^CCZ^NCR 8 ), R 4 OC(Z)N(R 7 ), 

15 R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0) n N(R 7 ), (R^C^NS^^NCR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R^CR^NSCO^NCR^SCOXNCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0)„0, R 4 S, R 4 S(0) to (R 5 )(R 6 )NS(0) m R 4 OS(0)„, and Z, provided that Z 

20 is not directly attached to an aryl or heteroaryl ring; and wherein the C^-alkyl, 
C3-s-cycloalkyl, CWalkenyl, Q. 6 -alkynyl, aryl, C 3 . g -heterocyctoalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C i^-alkyl, Cj^-cycloalkyl, C 2 . 6 -alkenyl, 
C 2 .6-alkynyl, aryl, C 3 -8-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

25 (R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R*)N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R*)NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NO z , R 4 S(0)„N(R 7 ), (R 5 )(R 6 )NS(0)„N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 

30 (R 5 )(R^NS(0),,N(R 7 )S(0)„N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 



(R^NCCZP, R 4 OC(Z)0, 0 2 N0, R 4 S(0) n O, (R^W, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R^CR^NSCO). R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an atyl or heteroaryl ring; wherein the C ,^-alkyl, 
C^-cycloalkyl, CWalkenyl, C 2 . 6 -alkynyl, aryl, C«-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C ,^-alkyl, C 3 .,-cycloalkyl, CWalkenyl, 
C 2 - 6 -alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCXZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R^NC^NCR 7 ), (R^CR^N^NCR^a^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^nW)^, R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido,N0 2 , R^O^CR 7 ), (R^NW 7 ), 
(R^NCCZONCR^SCOnNCR 8 ), R^^NCR^SCO^CR 8 ), 
(R^NS^NCR^S^nNCR 8 ), R 4 OS(0)oN(R 7 ), R 4 0, R 4 C(Z)0, 
(R^NCXZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0)„0, (R 5 )(R 6 )NS(0) n O, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R^NSCO),,, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
C^-alkyl, Cs^-cycloalkyl, C^-alkenyl, (Walkynyl, aryl, and C 3 ^-hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C^-alkyl, Cj-g-cycloalkyl, C^-alkenyl, C^-alkynyl, 
aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R 10 )(R n )N, R 9 C(Z)N(R« 2 ), (R 10 XR n )NC(Z)N(R' 2 ), 
(R ,0 )(R ll )NC(Z)N(R 12 )C(Z^ 

(R'W^NSCOnNCR^^NCR' 3 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0) n N(R 12 ), (R 10 )(R u )NS(O) n N(R 12 ), 

(r^C^^ncc^ncr^sco^cr'^r'o^ncr'^sco^cr 13 )^ 

(R'^^NSCO^NCR'^SCOnNCR' 3 ), R^SCO^CR 12 ), R 9 0, R 9 C(Z)0, 
(R^CR^NCCZX), R 9 OC(Z)0, 0 2 NO, R^O^O, (R 10 )(R u )NS(O) n O, 
R 9 OS(0)„0, R 9 S, R 9 S(0) n , (R 10 )(R u )NS(O) n , R 9 OS(0)„, and Z, provided that Z 
) is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 



C M -cycloalkyl, C«-alkenyl, ^alkynyl, aryl, C M -heterocycloaIkyl, and 
heteroaiyl residues are optionally and independently substituted by one or more 
groups selected from halogen, C ,^-alkyl, C 3 ^-cycloalkyl, C 2 . 6 -alkenyl, 
C 2 ^-alkynyl, aryl, C M -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R 10 XR U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R U )N, R 9 C(Z)N(R 12 ), 
(R 10 )(R n )NC(Z)N(R ,2 ),(R ,0 )(R U )NC(Z)N(R l2 )C(Z)N(R 13 ), 
R'OC(Z)N(R ,2 )C(Z)N(R 13 ), (R 10 )(R Il )NS(O) n N(R ,2 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R 12 ), R'SCC^NCR 12 ), azido, NO* R^C^NCR 12 ), 
(R'^^NSCO^NCR'^.^W^N^NCR 12 )^)^ 3 ), 
R^C^N^^NCR 13 ), (R^CR'^NSCOnNCR'^SCO^CR 13 ), 
R 9 OS(0)„N(R 12 ), R'O, R 9 C(Z)0, (R 10 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R^CR'^NSCO^O, R 9 OS(0) n O, R 9 S, R 9 S(0)„, (R^XR^NSCO),. 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
memberedring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, Ca-s-cycloalkyl, CWalkenyl, CWalkynyl, aryl, 
C 3 ^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R U )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 XR M )N, R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 ), 
(R 10 )(R n )NC(Z)N(R 12 )C(Z)N(R 13 ), R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), 
(R'^^NSCOnNCR'^a^NCR 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 

N0 2 , R 9 S(0) n N(R 12 ), (R'W^NSCOnNCR 12 ), 
(R 10 )(R n )NC(Z)N(R I2 )S(O) n N(R 13 ),R 9 OC(Z)N(R ,2 )S(O)„N(R 13 ), 

(RV'JNWrtO^R 13 ), R 9 OS(0) n N(R 12 ), R 9 0, R 9 C(Z)0, 

(R ,0 )(R u )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R 10 )(R n )NS(O) a O, 

R^SCO^O, R 9 S, R 9 S(0)„, (R ,0 )(R u )NS(O) n , R 9 OS(0)n, and Z, provided that Z 

is not directly attached to an aryl or heteroaryl ring; and wherein the Ci^-alkyl, 

C^-cycloalkyl, C^alkenyl, C M -alkynyl, aryl, C 3 . 8 -heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 
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groups selected from halogen, C^-alkyl, Ca^-cycloalkyl, C^-alkenyl, 
CWalkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R 10 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R U )N, R 9 C(Z)N(R 12 ), 

(r^^ncx^ncr^XCR'W^ncc^ncr^cc^ncr 13 ), 

• 5 R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), (R ,0 )(R ,1 )NS(O) a N(R l2 )C(Z)N(R ,3 ), 

R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido,N0 2 , R 9 S(0)„N(R 12 ), 
m (R^CR'^NSCO^CR^.CR^CR'^N^NCR^SCO^CR 13 ), 

• R 9 OC(Z)N(R 12 )S(0) n N(R 13 ), (R ,0 )(R ll )NS(O) tt N(R ,2 )S(O) n N(R ,3 ), 
R 9 OS(0)„N(R 12 ), R'O, R 9 C(Z)0, (R ,0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 

10 R 9 S(0) n O, (R^CR'^NSCOnO, R^SCO^O, R 9 S, R'SiO)*, (R l6 )(R l, )NS(0) n , 
R 9 OS(0) n , and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; wherein the C^-alkyl. C^-cycloalkyl, CWalkenyl, Cw 
alkynyl, aryl, C^-heterocycloalkyl, and heteroaryl residues are optionally and 
independently substituted by one or more groups selected from halogen, Ci. 6 - 
15 alkyl, Ca^-cycloalkyl, Cw-alkenyl, C 2 ^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, 
heteroaryl, CN, R 9 C(Z), (R ,0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, 
R 9 C(Z)N(R 12 ), (R 10 )(R")NC(Z)N(R 12 ), (R ,0 )(R n )NC(Z)N(R ,2 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R 12 )C(Z)N(R ,3 ),(R ,0 )(R U )NS(O) n N(R ,2 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S{0)J*<R n ), 
20 (R 10 )^ 1 l )NS(0)„N(R 12 ), (R^CR 1 rtN^W^ 3 ), 

R^^NCR'^SCO^CR 13 ), (R ,0 )(R' , )NS(0) n N(R 12 )S(0) n N(R ,3 ), 
R 9 OS(0)„N(R' 2 ), R 9 0, R 9 C(Z)0, (R 10 )(R n )NC(Z)O, R 9 OC(Z)0, Q.NO, 
R 9 S(0) n O, (R ,0 )(R n )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R ,0 )(R n )NS(O)„, 
.' R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 

25 heteroaryl ring;. 

0 :*": R 9 , R 10 , R n , R 12 and R 13 are each independently selected from hydrogen, 

Ce-alkyl, C 3 ^-cycloalkyl, C^alkenyl, C^-alkynyl, aryl, and C 3 -8-hetero- 
C : cycloalkyl, optionally and independently substituted by one or more groups 

• \ : -/ selected from halogen, C^-alkyl, NH 2 , d^-alkylNH, (C^-alkylXQ^-alkyl)!*, 
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HO, C^-alkylO, 0 2 NO, and C.^-alkylS, wherein the C w -alkyl residues are 
optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R", and R u are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, NH 2 , C^-alkylNH, (C^-alkyl)(C w -aHcyDN, HO, 
C^-alkylO, 0 2 NO, and C^-alkylS, wherein the d^-alkyl residues are 
optionally and independently substituted by one or more halogens; 
with the proviso that 

when R 2 is H, Y is C=0, X is a bond, and R 3 is phenyl, R 1 is not phenyl, 
2-methoxyphenyl, 2-thiazolyl, or 6-methyl-2-pyridinyl; 
when R 2 is H, Y is C=0, X is a bond, and R 3 is 4-fluorophenyl, R 1 is not 
2-carbomethoxyphenyt, 3-carbomethoxyphenyl, or 2,4-dimethylphenyl; 
when R 2 is H, Y is CO, X is a bond, and R 3 is 2-chlorophenyl, R 1 is not 
1 5 phenyl, 3-bromophenyl, or 4-bromophenyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 3-chlorophenyl, R l is not 
phenyl, 2-fluorophenyl, 2-chlorophenyl, 2,3-dichlorophenyl, or 
2,5-dichlorophenyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 4-chlorophenyl, R 1 is not 
20 3-bromophenyl, or 4-methoxyphenyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 3-iodophenyl, R 1 is not 

2- methoxyphenyl, or 2,4-dimethylphenyl; 

when R 2 is H, Y is C=0, X is abond, andR 3 is 2,4-dichlorophenyl, R 1 is not 
4-chlorophenyl, or 2,3-dichlorophenyl; 
25 when R 2 is H, Y is C=0, X is a bond, and R 3 is 3,5-dinitrophenyl, R 1 is not 

2,3-dichlorophenyl; 

when R 2 is H, Y is C=0, X is abond, andR 3 is 2,4-dimethyl-6-oxo-6H-pyran- 

3- yl, R 1 is not 3-carbomethoxyphenyl; 



when R 2 is H, Y is C=0, Xis a bond, and R 3 is methyl, R 1 is not 
3,4-dichlorophenyl, 2-methoxyphenyl, 2-tbiazolyl, 4-methyl-2-pyridinyl, or 
6-methyl-2-pyridinyl; 

when R 2 is H, Y is 0=0, X is a bond, and R 3 is ethyl, R l is not phenyl, 
5 2,3-dichlorophenyl, 4-methoxyphenyl, 2-carbomethoxyphenyl, 2-thiazolyl, or 
4-methyl-2-pyridinyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is phenyl, R 1 is not 4-methoxyphenyl, 
2,4-dimethylphenyl, or 2-thiazolyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 3-chlorophenyl, R 1 is not 
10 4-methylphenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 4-chlorophenyl, R 1 is not 

3- bromophenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 3,4-dichlorophenyl, R 1 is not 

4- methyl-2-pyridinyl, or 6-methyl-2-pyridinyl; 

15 when R 2 is H, Y is C=0, X is NH, and R 3 is y-sulfamoylbiphenyl-^yl, R 1 is 
not 5-bromo-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is 1-propyl, R l is not phenyl; 
when R 2 is H, Y is OO, X is NH, and R 3 is 1-butyl, R 1 is not 4-bromophenyl, 
or 2,4-dimethylphenyl; 
20 whenR 2 isH,YisOO,XisNH,andR 3 iscyclohexyl,R 1 isnot 
4-methoxyphenyl; 

when R 2 is H, Y is OO, X is O, and R 3 is phenyl, R 1 is not phenyl, or 
6-methyl-2-pyridinyl; 

when R 2 is H, Y is OO, X is O, and R 3 is methyl, R 1 is not phenyl, 
25 2-fluorophenyl, 2,4-dimethylphenyl, 4-acetylphenyl, or 2-thiazolyl; 
when R 2 is H, Y is OO, X is O, and R 3 is ethyl, R 1 is not phenyl, 
2-fluorophenyl, or 4-acerylphenyl; 

when R 2 is H, Y is OO, X is O, and R 3 is 1-butyl, R 1 is not 2-fluorophenyl, 
2-methoxyphenyl, 4-methyl-2-pyridinyl, or 6-memyl-2-pyridinyl; 
30 when R 2 is H, Y is OO, X is O, and R 3 is 2-butyl, R 1 is not 2-thiazolyl; 



when R 2 is H, Y is CM), X is O, and R 3 is 2-methyl-l -propyl, R l is not phenyl 
or 3-nitrophenyl; 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

5 

A preferred embodiment of the present invention relates to compounds 
according to the general formula (I), wherein R 1 is an aryl ring or heteroaryl 
ring, optionally and independently substituted in one or more positions by a 
group selected from halogen, Ct-6-alkyl, C 3 ^-cycloalkyl, C^-aHcenyl, 

10 C 2 .6-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R S )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R^ 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(0) B N(R 7 ), 
(R 5 )(R^NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, (R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0)„, 
and^CR^NSCO),,; and wherein the C^-alkyl, C3- 8 -cycloalkyl, C^-alkenyl, 

15 C 2 ^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
C^eralkyl, C^-alkenyl, C^alkynyl, CN, R 4 C(Z), (R^R^NCCZ), R 4 OC(Z), 
R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), (R 5 )(R*)NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R^R^NSCO^CR 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 

20 (R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0)n, (R^R^NS^, and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C^-alkenyl, and C 2 -e-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci. 6 -alkyl, 
C^-alkenyl, C 2 ^alkynyl, (R 5 )(R*)N, R 4 0, and 0 2 NO; 

25 Z is a substituent connected by a double bond, and is selected from 0 s and 
R 4 N=; . 
n is 1 or 2; 

R 2 is selected from hydrogen and Cj^-alkyl, optionally and independently 
substituted by one or more halogens; 
30 X is selected from a bond, O, or NR 8 ; 
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Y is selected from C=0, OS, and S0 2 ; 

R 3 is Ci-e-alkyl, C M -cycloalkyl, C^alkenyl, Q^-alkynyl, aryl, C^-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, C^-alkyl, C^rcycloalkyl, 
5 CWalkenyl, CWalkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R^NCCZMR 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), NO* R 4 S(0) n N(R 7 ), 
(R^NSCOy^CR 7 ), R 4 0, R 4 C(Z)0, (R^NC^O, R 4 S, R 4 S(0) n , 
(R^CR'ONSCO)™ and Z, provided that Z is not directly attached to an aryl or 
10 heteroaryl ring; and wherein the Cue-alkyl, C M -cycloalkyl, CWalkenyl, 

C^-alkynyl, aryl, Ca-g-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
C ,^-alkyl, C 2 . 6 -alkenyl, C^-alkynyl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
15 R 4 SC(Z)N(R 7 ), R 4 S(0)„N(R 7 ), (R 5 )(R 6 )NS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 
(R^CR^NCXZ)©, R 4 S, R 4 S(0) n , (R'XR^NSCO).,, and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Ci. 6 -alkyl, 
Ci-e-alkenyl, and C 2 ^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci.6-alkyl, 
20 C^-alkenyl, C^-alkynyl, (R^CR^N, R 4 0, and 0 2 NO; 

R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
Ci-6-alkyl, C 3 .«-cycloalkyl, C 2 . 6 -alkenyl, Cz^-alkynyl, aryl, C 3 -8-hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R l0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), 
(R 10 )(R U )N, R 9 C(Z)N(R 12 ), (R l0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
25 R 9 SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (R l0 )(R n )NS(O) n N(R' 2 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R u )NC(Z)O, R 9 S, R 9 S(0) n , and(R l0 )(R n )NS(O)„; and wherein the 
C^e-alkyl, Ca-g-cycloalkyl, C 2 . 6 -alkenyl, C 2 ^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci.6-alkyl, C M -alkenyl, 
30 C^-alkynyl, CN, R 9 C(Z), (R ,0 )(R M )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, 



r'c(Z)N(r^(rW } ' 

R'SCO^CR 12 ), (R^^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R^(R")NC(Z)0, R 9 S, R 9 S(0 )n , <R 10 )^">NS(O>. and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the C ^-alkyl, 
C^-alkenyl, and C 2 . 6 -alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
C M -alkenyl, C w -alkynyl, (R 10 )^ 1 l )N, R 9 0, and O.NO; 
or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, C«-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, 
C 3 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R' ')NC(Z), R 9 OC(Z), 
R>SC(Z), (R ,0 )(R U )N, R 9 C(Z)N(R 12 ), (R V)NC(Z)N(R ,2 X R 9 OC(Z)N(R 12 ), 
R*SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (R ,0 )(R U )NS(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R ll )NC(Z)O, R 9 S, R^O^ andXR 10 )(R n )NS(O)„; and wherein the 
C^-alkyl, C 3 -8-cycloalkyl» C 2 ^-alkenyl, C^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C ^-alkyl, CWalkenyl, 
CWalkynyl, CN, R 9 C(Z), (R l0 )(R")NC(Z), R 9 OC(Z), R 9 SC(Z), (R">)(R")N, 
R»C(Z)N(R 12 ), (R ,0 XR n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0)„N(R 12 ), (R^CR'^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(Ri°)(R ll )NC(Z)0, R 9 S, R'SCOV (R 10 )(R n )NS(O)», and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
CWalkenyl, and Qwralkynyl residues are optionally and independently 
5 substituted by one or more groups selected from halogen, Ci-e-alkyl, 
C 2 . 6 -alkenyl, C M -alkynyl, (R 10 )(R n )N, R 9 0, and 0 2 NO; 
R 9 , R 10 , R". and R 12 are each independently selected from hydrogen, Ci^-alkyl, 
C^-alkenyl, and CWalkynyl, optionally and independently substituted by one 
or more groups selected from halogen, Ci. 6 -alkyl, NH 2 , C ,^-alkylNH, 
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(C,^alkyl)(C,^alkyI)N, HO, C^-alkylO, and O2NO, wherein the C ^-alkyl 
residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R n , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
5 double bonds, and which optionally is substituted by a group selected from 
halogen, CWalkyl, NH 2 , C^-alkylNH, (d^ralkyl)(Ci^alkyl)N, HO, 
Ci.6-alkylO, and 0 2 NO, wherein the C^-alkyl residues are optionally and 
independently substituted by one or more halogens; 
with the proviso that: 

10 when R 2 is H, Y is C=0, X is a bond, and R 3 is phenyl, R l is not phenyl, 
2-methoxyphenyl, 2-thiazolyl, or 6-methyl-2-pyridinyl; 
when R 2 is H, Y is OO, X is a bond, and R 3 is 4-fluorophenyl, R 1 is not 
2-carbomethoxyphenyi, 3-carbomethoxyphenyl, or 2,4-dimethylphenyl; 
when R 2 is H, Y is OO, X is a bond, and R 3 is 2-chIorophenyl, R 1 is not 

15 phenyl, 3-bromophenyl, or 4-bromophenyl; 

when R 2 is H, Y is OO, X is a bond, and R 3 is 3-chlorophenyl, R 1 is not 
phenyl, 2-fluorophenyl, 2-chlorophenyl, 2,3-dichlorophenyl, or 
2,5-dichlorophenyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 4-chlorophenyl, R l is not 
20 3-bromophenyl, or 4-methoxyphenyl; 

when R 2 is H, Y is OO, X is a bond, and R 3 is 3-iodophenyl, R 1 is not 

2- methoxyphenyl, or 2,4-dimethylphenyi; 

when R 2 is H, Y is OO, X is a bond, and R 3 is 2,4-dichlorophenyl, R 1 is not 
4-chlorophenyl, or 2,3-dichlorophenyl; 
25 when R 2 is H, Y is OO, X is a bond, and R 3 is 2,4-dimethyl-6-oxo-6iY-pyran- 

3- yl, R 1 is not 3-carbomethoxyphenyl; 

when R 2 is H, Y is 0=0, X is a bond, and R 3 is methyl, R 1 is not 
3,4-dichlorophenyl, 2-methoxyphenyl, 2-thiazolyl, 4-methyl-2-pyridinyl, or 
6-methyl-2-pyridinyI; 



when R 2 is H, Y is OO, X is a bond, and R 3 is ethyl, R 1 is not phenyl, 

2.3- dichlorophenyl, 4-methoxyphenyl, 2-carbomethoxyphenyl, 2-thiazolyl, or 
4-methyl-2-pyridinyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is phenyl, R 1 is not 4-methoxyphenyl, 

2.4- dimethylphenyl, or 2-thiazolyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 3-chlorophenyl, R 1 is not 
4-methylphenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 4-chlorophenyl, R 1 is not 

3- bromophenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 3,4-dichlorophenyl, R 1 is not 

4- methyl-2-pyridinyl, or 6-methyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is 1 -propyl, R 1 is not phenyl; 
when R 2 is H, Y is OO, X is NH, and R 3 is 1 -butyl, R 1 is not 4-bromophenyl, 
or 2,4-dimethylphenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is cyclohexyl, R 1 is not 
4-methoxyphenyl; 

when R 2 is H, Y is OO, X is 0, and R 3 is phenyl, R 1 is not phenyl, or 
6-memyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is O, and R 3 is methyl, R 1 is not phenyl, 
2-fluorophenyl, 2,4-dimethylphenyl, 4-acetylphenyl, or 2-thiazolyl; 
when R 2 is H, Y is C=0, X is O, and R 3 is ethyl, R l is not phenyl, 
2-fluorophenyl, or 4-acetylphenyl; 

when R 2 is H, Y is OO, X is O, and R 3 is 1-butyl, R 1 is not 2-fluorophenyl, 
2-methoxyphenyl, 4-methyl-2-pyridinyl, or 6-methyl-2-pyridinyl; 
when R 2 is H, Y is OO, X is O, and R 3 is 2-butyl, R 1 is not 2-thiazolyl; 
when R 2 is H, Y is OO, X is O, and R 3 is 2-methyl-l-propyl, R 1 is not phenyl; 



as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 
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A more preferred embodiment is when R 1 is benzene, pyrrole, foran, thiophene, 
pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, 
isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetra- 
hydroisoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 

5 benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, andbenzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, /a-propyl, isopropyl, /i-butyl, sec-butyl, 
isobutyl, terf-butyl, n-pentyl, isopentyl, /i-hexyl, isohexyl, fluoromethyl, 

10 difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 

cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 

3- butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, «-propyl- 
amino, isopropylamino, n -butylamino, /cr/-butylamino, MiV-dimethylamino, 

15 AT-methyl-iV-ethylamino, JV-diethylamino, JV-methyl-iV-isopropylamino, 

JNT-ethyl-AT-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 
20 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 

carbamoyl, iV-methylcarbamoyl, 7/JV-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0 s , provided that 0 s is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 
25 R 3 is propyl, isopropyl, butyl, 2-methylpropyl, tert-butyl, 1-pentyl, 1-hexyl, 
l-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, 1-nonadeca- 
4,7,10,13-tetraenyl, 3-methylbutyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 

3- chlorophenyl, 3^4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
30 3,4-dichlorophenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3- 



fluorophenyl, 2-fluoro-5-iodophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, 4-tert-butylphenyl, 4-pentylphenyl, 3,4-dimethyiphenyl, 

5- fluoro-2-methylphenyl, 2-trifiuoromethylphenyi, 3-trifluoromethylphenyi, 
4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 
3,4-methylenedioxyphenyl; or cyclopropyl, cyclopropylmethyl, cyclopentyl, 
cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, furan, thiopherie, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydro- 
isoquinoline, quinolizine, benzofuran, isobenzo&ran, chroman, 
benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, 
isobutyl, tert-buty], /i-pentyl, isopentyl, w-hexyl, isohexyl, fluoromethyl, 
difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyi, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 

3- butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, Ji-propyl- 
amino, isopropylamino, /z-butylamino, tert-butylamino, iV^iV-dimethylamino, 
iV-methyt-iST-ethylamino, WiV-diethylamino, ^V-methyl-M-isopropylamino, 
A^ethyl-A^isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, l-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- methyl- 1-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, H-propyioxy, 

2- tetrahydrofuryl, 3-tetrahydrofiiryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, JV-methylcarbamoyl, i^AT-diinethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0% provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; Y is OO or S0 2 , and X is a 
bond; provided that when R 2 is H, Y is CO, X is a bond, and R 3 is phenyl, R l 



21 



is not phenyl, 2-methoxyphenyl, 2-thiazolyl, or 6-methyl-2-pyridinyl, and when 
R 2 is H, Y is OO, X is a bond, and R 3 is 3-chlorophenyl, R 1 is not phenyl, 

2- fluorophenyl, 2-chlorophenyl, 2,3-dichlorophenyl, or 2,5-dichlorophenyl; 
or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 

5 isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinolme, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzoforan, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 

10 in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, ^-propyl, isopropyl, n-butyl, 5ec-butyl, isobutyl, terf-butyl, w-pentyl, 
isopentyl, w-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

15 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 
amino, methylamino, ethylamino, n-propylamino, isopropylamino, /i-butyl- 
amino, terf-butylamino, MN-dimethylamino, #-methyl-JV-ethylamino, 
iV,i\r-diethylamino, AT-methyWV-isopropylamino, JV-ethyWV^isopropylamino, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyI, 2-piperidyl, 3-piperidyl, 

20 4-piperidyl, l-methyl-4-piperidyl, l-piperazinyl,4-methyl-l-piperazinyl, 
hydroxy, methoxy, ethoxy, isopropyloxy, «-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 
1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, iST-methylcarbamoyl, 

25 JV;AT-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and O- provided that 
0= is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methylpropyl, tert-butyl, pentyl, hexyl, heptyl, 

3- methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 
30 l-heptadeca-8,1 1-dienyl, l-heptadeca-8,1 1,14-trienyl, l-nonadeca-4,7,10,13- 



tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyi, 
3,4-difluorophenyi, 3,5-difluorophenyl, 3-chlorophenyl, 4-chlorophenyl, 

2.4- dichlorophenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4-cbloro-3- 
fluorophenyl, 2-methylphenyl, 3-methylphenyl, 4-methylphenyl, 4-ter/-butyl- 
phenyl, 4-pentylphenyl, 3,4-dimethylphenyl, 1-trifluoromethyiphenyl, 

2- trifluoromethylphenyl, 3-trifluoromethylphenyl, 2-cyanophenyl, 

3- cyanophenyl, 4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomeflioxyphenyl, 

4- carbomethoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 
4-carboethoxyphenyl, 2-carboisopropoxyphenyl, 3-carboisopropoxyphenyl, 
4-carboisopropoxyphenyl, 2-nitrophenyl, 3-nitrophenyI, 4-nitrophenyl, 

3.5- dinitrophenyl, 2-methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 
2-ethoxyphenyI, 3-ethoxyphenyl, 4-ethoxyphenyl, 3 ,4-methylenedioxyphenyl, 
2-trifluoromethoxyphenyl, 3-trifluoromethoxyphenyl, 4-trifluoromethoxy- 
phenyl, or cyclopropylmefhyl, cyclopentyl, benzyl, pyrrolidine, piperidine, 
pyrrole, foran, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, 
pyridine, indole, indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, 
isoquinoline, 1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, 
isobenzofiiran, chroman, benzofhiophene, pyridazine, pyrimidine, pyrazine, 
indazole, benzimidazole, qirinazoline, quinoxaline, 1,3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, ^-propyl, 
isopropyl, w-butyl, sec-butyl, isobutyl, terf-butyl, *-pentyl, isopentyl, n-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyclobulyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
amino, methylamino, ethylamino, n-propylamino, isopropylamino, n-butyl- 
amino, tert-butylamino, ^AT-dimethylamino, TS^methyl-iV-ethylamino, 

N, AT-diethylamino, JV-methyl-7V-isopropylamino, JV-ethyl-iV-isopropylamino, 
1-pyrrolidyl, 2-pyrroIidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, l-piperazinyl,4-methyl-l-piperazinyl,nitro, 



hydroxy, methoxy, ethoxy, isopropyloxy, «-propyloxy, 2-tetrahydrofuiyl, 

3- tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydro- 
pyranyl, 4-morpholinyi, thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, 
AT-methylcarbamoyl, MN-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, 
and 0=, provided that 0= is not directly connected to a heteroatom or to a 
carbon with a double bond, Y is C=0 and C=S, and X is NH, NMe, NEt or 
NCF 3 , provided that when R 2 is H, Y is C=0, X is NH, and R 3 is phenyl, R l is 
not 4-methoxyphenyl, 2,4-dimethylphenyl, or 2-thiazolyl, and when R 2 is H, Y 
is CO, X is NH, and R 3 is 3-chlorophenyl, R 1 is not 4-methylphenyi; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-telx^ydroisoquinoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, n-propyl, isopropyl, /i-butyl, sec-butyl, isobutyl, terf-butyl, n-pentyl, 
isopentyl, /i-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

4- pentenyl, 5-hexenyl, amino, methylamino, ethylamino, «-propylamino, 
isopropylamino, /i-butylamino, ter/-butylamino, AT,iV-dimethylamino, Af-methyl- 
AT-ethylamino, N, AT-diethylamino, iV-methyl-iV-isopropylamino, iV-ethyl-AT-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, »-propyloxy, 2-tetra- 
hydrofuiyl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, Af-methylcarbamoyl, A^-dimethylcarbamoyl, methylsulfinyl, 



methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, fert-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
5 1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,ll-dienyl, 1-heptadeca- 
8,1 1,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 
methyl, ethyl, /i-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, ter/-butyl, 
n-pentyl, isopentyl, *-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
10 methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
isopropylamino, /i-butylamino, tert-butylamino, JV^dimethylamino, N-methyl- 
N-ethylamino, i\r,JV-diethylamino, tf-methyl-AT-isopropylamino, N-ethyl-7V-iso- 
15 propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, w-propyloxy, 2-tetra- 
hydrofaryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
20 carbamoyl, iV-methylcarbamoyl, JV^dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; or cyclopropyl, 
cyclopropylmethyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, faran, thiophene, 
pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, 
25 isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetra- 
r hydroisoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 

benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
30 halogen, methyl, ethyl, »-propyl, isopropyl, »-butyl, sec-butyl, isobutyl, 



terf-butyl, w-pentyl, isopentyi, H-hexyl, isohexyl, fluoromethyl, difluoromethyl, 
trifluoromethyl, cyclopropyl, cyclobutyi, cyclopentyl, cyclohexyl, cyclopropyl- 
methyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 
2-pentenyl, 4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propyl- 
amino, isopropylamino, w-butylamino, terf-butylamino, j^N-dimethylamino, 
AT-methyl-AT-ethylamino, AW-diethylamino, A^-methyl-iV-isopropylamino, 
A^ethyl-iV^isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- methyl- 1-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1 -tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iV-methylcarbamoyl, iV;N-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
YisC=0,andXisO; 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

A particularly preferred embodiment of the present invention relates to * 
compounds according to the general formula (I), wherein R 1 is 2-chlorophenyl, 

5- chloro-2-cyanophenyl, 4-dimethylaminophenyl, 4-carbomethoxyphenyl, 
l,3,5-trimethyHif-pyrazol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 
3-carbomethoxytftien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oleoyl, (li?,25,5/?H-)-menthyl, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 

3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, 5-fluoro-2-methyl- 
phenyl, 4-ferf-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyl, 2-foryl, 2,5-dimethyl-3-furyl, 

2- carbomethoxy-5-furyl, 1 -methyl- l/f-pyrrol-2-yl, 3-methyl-2-benzofuiyl, or 

3- methyl-2-thienyl, Y is C=0, C=S or S0 2 , and X is a bond, NH, NHMe, or O; 



with the proviso that when when R 2 is H, Y is OO, X is a bond, and R 3 is 
3-chlorophenyl, R 1 is not 2-chlorophenyl; 



as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

5 

Especially preferred are the following compounds: 

(El): 1 -Benzoyl- l//-pyrazole-3-carboxylic acid pyridin-3-ylamide, 
(E2): l-(2,5-Dime1byl-3-furoyl>l-fir-pyrazole-3-carboxylic acid pyridin- 
10 3-ylamide, 

(E3): 1 -( 1 -Methyl- l/f-pyrrol-2-yl)- 1 //-pyrazole-3 -carboxylic acid pyridin-3- 
ylamide, 

(E4): l-(3-Methyl-2-thienoyl)-lJ¥-pyra2ole-3--carboxylic acidpyridin-3-ylamide, 
(E5): H^pCTtylbenzoy^-lH-pyrazole-S-carboxylic acid pyridin-3-ylamide, 
15 (E6): 2-{[H2-Ethoxybenzoyl)-l/f-pyrazole-3-carbonyl3amino}thiophene- 
3-carboxylic acid methyl ester, 
(E7): 2- {[l-(3-Trifluoromethylbera^ 
thiophene-3-earboxylic acid methyl ester, 
(E8): 2- {[l-(5-Fluoro-2-methyIbenzoyl)-12^ 
20 thiophene-3-carboxylic acid methyl ester, 
(E9): 2-{[l-(3~Methyl-2-fWenoyl)-l^ 
carboxylic acid methyl ester, 
: (E10): l-(2,5-DimethylO-furoyl)-liy-pyrazole-3-carboxylic acid (1,3,5-trimethyl- 

l#-pyrazol-4-yl)amide, 
\' : 25 (Ell): 1-(1 -Methyl- l/f-pyirol-2-yl)-l^ 
(l,3,5-trimethyl-l/f-pyrazol-4-yl)ainide, 

(E12): H3-Methyl-2-benzofuroyl)-l^^ acid 
(1,3 ,5-trimethyl- l#-pyrazx>l-4-yl)amide, 

(E13): l-(2-Fluoro-5-iodobenzoyl)-l/f.pyrazole-3-carboxylic acid 
30 (l,3,5-trimethyl-l^r-pyrazol-4-yl)amide, 
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(E14): H2-E^oxybeii^yl)-l^pyrazole-3-carboxylic acid (3-methylisoxazol- 
5-yl)amide, 

(E15): l<3-Methyl-2-beiU5of^ acid 
(3-methylisoxazol-5-yl)amide, 
5 (E16): l-(2-F^royl)-l/f-pyrazole-3«carboxylic acid (3-metbyiisoxazol- 
5-yl)amide, 

(E17): l-(l-Naphthoyl)-li!T-pyrazole-3-carboxylic acid (3-methylisoxazol-5- 
yl)amide, 

(E18): 4- {[l-(2,5-Dimethyl-3-furoyl)-^ 
10 acid methyl ester, 

(E19): 4-{[l-(5-Fluoro-2-methylben^ 
benzoic acid methyl ester, 

(E20): 4-{[l-(4-Pentylbenzoyl)-l^ acid 
methyl ester, 

15 (E21): 4-{[l-(2-Furoyl)-l^-pyrazole-3^aibonyl]amino}ben2oic acid methyl 
ester, 

(E22): l-(l-MethyM tf-pyrro^ acid (4-dimethyl- 

aminophenyl)amide, 

(E23): l-(4-Pentylbenzoyl)-l//-pyrazole-3-carboxylic acid (4-dimethylatnino- 
20 phenyl)amide, 

(E24): H3-Methyl-2-thienoylH#-p^ acid (4-dimethylaraino- 

phenyl)amide, 

(E25): l-(l-Naphthoyl)-l/^pyrazole-3-carboxylic acid (4-dimethylaminophenyl>- 
amide, 

25 (E26): 1 -(2-Ethoxybenzoyl>li¥-pyrazole-3-carboxylic acid (5-chloro-2-cyano- 
phenyl)amide, 

(E27): 1^5-Fluoro-2-methylbenzoyl)-li/-pyrazole-3-carboxylic acid (5-chloro-2- 
cyanophenyl)amide, 

(E28): l-(2-Furoyl)-li/-pyrazole-3-carboxylic acid (5-cMoro-2-cyanophenyl> 
30 amide, 
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(E29): l-(l-Naph&oyl)-l/f-pyrazole-3-carboxylic acid (5-chloro- 
2-cyanophenyl)amide, 

(E30): l-Oleoyl-l/f-pyrazole-3-carboxylic acid (2-cMorophenyl)amide, 
(E31): 3-(2-<^orophenylcatbamoyl)-l/^pyrazole-l-carboxylic acid 
5 (lJ2,2S 5 5/?)-(-)-menthol ester, 

(E32): 3^2-Chlorophenylcarbamoyl)- 1/f-pyrazole- 1 -carboxylic acid 

2- chlorobenzyl ester, 

(E33): 3-(2-Chlorophenylcarbamoyl>l^f-pyrazole-l -carboxylic acid 
4-chlorophenyl ester, 
1 0 (E34): 1/y-Pyrazole- 1 ,3-dicarboxylic acid 3-[(2-chlorophenyl)amide] 
1 -diniethylamide, 

(E3S): l^T-Pyrazole-l^-dicarboxylicacid l-[(3-chlorophenyl)amide] 

3- [(2-chlorophenyl)amide] > 

(E36): l/f-Pyrazole-l,3-dicarboxylic acid 3-[(2-chlorophenyl)amide] 
1 5 1 -[(3-fluorophenyl)amide], 

(E37): ljy-Pyrazole-l,3-dicarboxylic acid 3-[(2-chlorophenyl)amide] 
1 -[(3-trifluorometiiylphenyl)amide], 

(E38): l//-Pyrazole-l,3-dicarboxylic acid 3-[(2-chlorophenyl)amide] 
1 -[(4-nitrophenyl)amide], 
20 (E39): 1 -(Octane- 1 -sulfonyl)- l//-pyrazo!e-3-carboxylic acid 
(2-chlorophenyl)amide, 

(E40): l-(3-CUorobenzenesulfonyl)-ljFf-pyrazole-3-carboxy acid 
(2-chlorophenyl)amide, 

(E41): l-<4-te/?-Butylben^ acid 
25 (2-chlorophenyl)amide, 

(E42): 5-[3-(2-CWorophen^ylcarbamoyl)-l/f-pyrazole-l -sulfonyl]furan-2- 
carboxylic acid methyl ester, 

(E43): l-(3-Chlorobenzoyl)-l J H F --pyrazole-3-carboxylic acid 
(2-chlorophenyl)methylamide, 



(E44): lif-Pyrazole-l,3-dicarboxylic acid l-[(3-chlorophenyl)atnide] 
3-[(2-chlorophenyl)methylamide], 

(E45): 3-[(2-C^orophenyl)methylcaibamoyl]-l^^ acid 
2-chlorobenzyl ester, 

(E46): H3-CUorobenzenesulfonyl)-lH-pyrazole-3-carboxylic acid 
(2-chlorophenyl)inethylamide, 

(E47): 1 -Phenylthiocaibamoyl- l//-pyrazole-3-carboxylic acid 
(2-chlorophenyl)amide, 



as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 
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I 


E38 


2-chlorophenyl 


H 


4-nitropnenyi 


NH 


c=o 


E39 


2-chlorophenyl 


H 


1-octyl 


bond 


so 2 


E40 


2-chlorophenyl 


H 


3-chloropnenyi 


UuUv» 




E41 


2-chlorophenyl 


H 


4-tert-Dutyipnenyi 


bond 


S0 2 


E42 


2-chlorophenyl 


H 


z-caruonicxnoxy- Auiy i 


bond 


S0 2 


E43 


2-chlorophenyl 


Me 


3-cnioropnenyi 


bond 


c=o 


E44 


2-cnioropnenyi 


Me 


3-chlorophenyl 


NH 


c=o 


F45 


2-chlorophenyl 


Me 


2-chlorobenzyl 


O 


c=o 


E46 


2-chlorophenyl 


Me 


3-chlorophenyl 


bond 


so 2 


R47 


2-cWorophenyl 


H 


phenyl 


NH 


c=s 
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as 



well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 



Another object of the present invention is a compound as defined above for 
5 medical use. 

Another object of the present invention is a pharmaceutical composition 
comprising a compound as defined above together with a pharmaceutical 



diluent or earner. 



Another object of the present invention is aprocess for preparation of the 
pharmaceutical composition as defined above by combing a compound as 
defined above together with a pharmaceutical diluent or carrier. 

1 5 Another object of the present invention is a method for preventing, inhibiting or 
treating a disease associated with inflammation by administering to a subject in 
need of treatment a therapeutically effective amount of a compound of formula 

(II): 
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iri r 2 

N 

(n) 

wherein: 

5 R l is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, CWalkyl, 
C 3 . g -cycloalkyl, CW-alkenyl, C^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, 
heteroaryl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )(R*)N, 
R 4 C(Z)N(R 7 ), (R^CR^NCC^NCR 7 ), (R 5 XR 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

10 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0)„N(R 8 ),R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 
(R 5 )(R 6 )NS(0)„N(R 7 )S(0)„N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^O^NCCZX), R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R'XR^NSCO^O, 

15 R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R s XR*)NS(0) D , and R 4 OS(0)„; and wherein the 
Ci^-alkyl, C^-cycloalkyl, CWalkenyl, C 2 ^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci^-alkyl, C3-s-cycloalkyl, 
CWalkenyl, CWalkynyl, aryl, C M -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

20 (R^KR^NCXZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ),(R 5 )(R 6 )NqZ)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R <s )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^R^NSCO^CR 7 ), 
(R s )(R 6 )NC(Z)N(R 7 )S(0)„N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 

25 (R^CR^NSCO^NCR^SCO^CR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0)„0, (R^CR^NSCO^O, 
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R 4 OS(0) a O, R 4 S, R 4 S(0) w (R^CR'ONSCOn, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C 3 .j-cycloalkyl, Quralkenyl, C 2 .6-alkynyl, aryl, C 3 ^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
5 groups selected from halogen, Ci^-alkyl, Cs-g-cycloalkyl, C 2 ^-alkenyl, 
CWalkynyl, aryl. C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 

(r^CR^n^^ncr'xcr^cr^n^n^ccz^ncr 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
10 R 4 SC(Z)N(R 7 ), azido, NO z , R 4 S(0)»N(R 7 ), (R^CR^NS^JSfCR 7 ), 
(R 5 )(R <5 )NC(Z)N(R 7 )S(0) n N(R 8 ) > R 4 OC(Z)N(R 7 )S(0) ll N(R 8 ), 
(R^CR^NSCO^NCR^SCOnNCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0)„0, (R 5 XR c )NS(0)kO, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R 3 XR 6 JNS(0) a , R 4 OS(0)„, and Z, provided that Z 
IS is not directly attached to an aryl or heteroaryl ring; 

Z is a substituent connected by a double bond, and is selected from 0=, S=, 
R"N=, (R 5 )(R 6 )NN=, R 4 ON=, (R^CR^NSCO)^, NCN= 0 2 NCH=, and 
(R 5 )^ 6 ^; 
n is 1 or 2; 

20 R 2 is selected from hydrogen and Ci.$-alkyl, optionally and independently 

substituted by one or more halogens; or where R 1 and R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
heteroatoms, or 1-3 double bonds, and which optionally is substituted by a 
group selected from halogen, C w -alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, 

25 C 2 . 6 -alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R*)NC(Z), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R^CR^N^NCR^CR^CR^NCCZJNCR^CCZJNCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )<£^NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NO a , R 4 S(0)„N(R 7 ), (R^CR^NSCO^NCR 7 ), 

30 (R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 



(R^NC^O.R^ 

R*OS(0) n O, R 4 S, R«S«fc. (rttfWfc. - d R4 ° S(0) - ^ * PIOVided 
thatZisnotdkectlyatta^ 
5 C^alkyl, C 3 ,-cycloalkyl, C^alkenyl, Q^alkynyl, aryl, C^heterocyclo- 
afcyl, andheteroatyl residues ate optionally and independently substitute^ 
one or more groups selected from halogen, C ^-alkyl, C^-cycloalkyi, ^ 
C^alkenyl, C^-alkynyl, aryl, Cs^-heterocycloalkyl, heteroaryl, CN, R C(Z), 
(R 5 )(R<)NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
10 (R 5 XR 6 )NCXZ)N(R 7 ),(R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

R^OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 XRW(R 7 )C(Z)N^ROC(Z)N(RX 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), 
(R^N^NCR^SCOnNCR 8 ), R 4 OC(Z)N(R 7 )S(0)nN(R 8 ), 
(R^NSCOnN^SCOnNCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
15 (R^NC^O, R 4 OC(Z)0, 0 2 NO, R^O, (R^NS^O, 

R<OS(0) 0 0, R 4 S, R 4 S(0) n , (RW, R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C^-cycloalkyl, Q^-alkenyl, C^-alkynyl, aryl, C 3 ^heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
20 groups selected fromhalogen, CWalkyl, C 3 . 8 -cycloalkyl, C 2 . 6 -alkenyl, 
C 2 . 6 -alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(r^Z), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R*)NC(Z)N(R 7 ), (R^NCC^NCR^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NS^NCR 7 )^^ 8 ), R 4 OC(Z)N(R ), 
25 R 4 SC(Z)N(R 7 ), azido, NO., R 4 S(0) n N(R 7 ), (R^NS^CR 7 ), 
(R*)(R>IC(Z)N(R 7 )S(0^ 

(R^NSCO^NCR^SCO^NCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^NCCZP, R 4 OC(Z)0, O.NO, R 4 S(0)nO, (R^NS^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0) m (R s )(R<)NS(0) n , R 4 OS(0) n , and Z, provided that Z 
30 is not directly attached to an aryl or heteroaryl ring; 
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X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, C=S, and SO2; 

R 3 is C^-alkyl, C 3 .a-cycloalkyl, C M -alkenyl, C^-alkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
5 more positions by a group selected from halogen, Ci^-alkyl, CWcycloalkyl, 
C 2 .<5-alkenyi, CWalkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCCZiNCR 7 ), (R^CR^NCC^NCR^^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^(R^NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 

10 R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^R^NSCCOJNCR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) I1 N(R 8 ), 
(R 5 )(R^NS(0) n N(R 7 )S(0) n N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)O s 
(R^R^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R'XR.'jNSCO)* R 4 OS(0) n> and Z, provided that Z 

IS is not directly attached to an aryl or heteroaryl ring; and wherein the Ci_$-alkyl, 
C 3 .g-cycloalkyl, C 2 ^-alkenyl, C 2 .«-alkynyl, aryl, Q-g-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C^g-cycloalkyl, C 2 .6-alkenyl, 
C 2 ^-alkynyl, aryl, C 3 -8-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

20 (R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ),(R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0)^(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) II N(R 8 ),R 4 0C(Z)N(R 7 )S(O) n N(R 8 ), 

25 (R^CR^NSCO^CR^S^NCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
. (R*XR*)NC(Z)O f R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R'XR^NSCOnO, 
R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R 5 )(R 6 )NS(0)„, R 4 0S(O)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Cj^-alkyl, 
Qj-s-cycloalkyl, Q^-alkenyl, C 2 . 6 -alkynyI, aryl, C 3 . 8 -heterocycloalkyl, and 

30 heteroaryl residues are optionally and independently substituted by one or more 
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groups selected from halogen, Ci^-alkyl, C 3 .s-cycloalkyl, C 2 .<ralkenyl, 
C2^-alkynyl, aryl, C 3 .s-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 9 XR 6 }NC(Z), R 4 OC(Z), R 4 SC(Z), (R^R^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCC^NCR 7 ), (R^(R>IC(Z)N(R 7 )C(Z)N(R 8 ), 
5 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^(R^NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , K 4 S(0)^(R\ (R^^NS(0) n N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0)„N(R 8 ),R 4 OC(Z)N(R 7 )S(0) R N(R 8 ), 
(R 5 )(R^NS(0)^(R 7 )S(0)„N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
O^CR^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 

10 R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R 5 )(R*)NS(0)„, R 4 OS(0)«, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
R 4 ,R 5 ,R*,R 7 ,andR 8 are each independently selected from hydrogen, 
C^-alkyl, C^-cycloalkyl, C 2 . 6 -alkenyl, C 2 .6-alkynyl, aryl, and C 3 . 8 -hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 

1 5 selected from halogen, Ci^-alkyl, C^-cycloalkyl, C^-alkenyl, Q^-alkynyl, 
aryl, C^heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R' l )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R 10 )(R U )N, R 9 C(Z)N(R 12 ), (^(R^NCC^R 12 ), 
(R'^(R n )NC(Z)N(R ,2 )C(Z)N(R ,3 ),R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), 
(R'^CR'^NS^nNCR'^^NOR. 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 

20 N0 2 , R 9 S(0)„N(R 12 ), (R 10 )^ 1 ^NS^NCR 12 ), 

(R 10 )(R l, )NC(Z)N(R 12 )S(O) n N(R l3 ),R 9 OC(Z)N(R 12 )S(O) 11 N(R ,3 ), 
(R^^^NSCO^NCR'^SCO^CR 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 
(R'^R^NCCZP, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R 10 )(R u )NS(O) n O, 
R 9 OS(0)„0, R 9 S, R 9 S(0)„, (R'W^NSCCOn, R 9 OS(0)„, and Z, provided that Z 




25 is not directly attached to an aryl or heteroaryl ring; wherein the CWalkyl, 
C 3 _s-cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, C 3 ^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, CWcycloalkyl, C^-alkenyl, 
C^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 

30 (R ,0 XR U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, R 9 C(Z)N(R 12 ), 



R^OC(Z)N(R 12 )C(Z)N(R 13 ), (R 10 )(R ll )NS(O) B N(R 12 )C(Z)N^ 3 ), 
R*OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R^OyKR 1 ), 

5 rW)N(R ,2 )S(0)^(R^^ X 

R 9 OS(0) n N(R 12 ), R'O, R 9 C(Z)0, (R»XR»)NC(Z)0, R 9 OC(Z)0, 0 2 N0, 
R 9 S(0) n O, (R^(R ll )NS(0) n O, R 9 OS(0) n O, R 9 S, R^CfW (R ,0 )CR Wfc 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

10 orwhereany P airof^^^^andR 8 areoptionallyjoinedtofonna5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, CWalkyl, C^-cycloalkyl, C 2 . 6 -alkenyl, C^-alkynyl, aryl 
C 3 s-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R^ ^NCCZ), R 9 OC(Z), 

15 R'SC(Z),(R ,0 )(R U )N,R 9 C(Z)N(R l2 ),(R ,0 )(R n )NC(Z)N(R 12 ), 
(R»0)(R»)NC(Z)N(R l2 )CXZ)N(R 13 ), R'OCC^N^^NCR 13 ), 

N0 2 , R 9 S(0) n N(R 12 ), (R-y^W 2 ). 
(R^(R 11 )NC(Z)N(R l2 )S(0) n N(R 13 ),R 9 OC(Z)N(R ,2 )S(0) n N(R ,3 ), 

20 (R-XR^NSCO^^O^CR 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R u )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R ,0 )(R u )NS(O)„O, 
R 9 OS(0) n O, R 9 S, R 9 S(0 )n , (R^O^NS^ R 9 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the CWalkyl, , 
C 3 s-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C^-heterocycloalkyl, and 
25 heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^alkyl, C 3 . 8 -cycloalkyl, Q^-alkenyl, 
^-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R l °)(R ll )NC(Z), R 9 OC(Z), R 9 SC(Z), (R l0 )(R U )N, R 9 C(Z)N(R 12 ), 
(R 10 )(R n )NC(Z)N(R ,2 ),(R ,0 )(R U )NC(Z)N(R 12 )C(Z)N(R 13 ), 
30 R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), (R ,0 )(R u )NS(O) ft N(R 12 )C(Z)N(R 13 ), 



R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R^CO^CR 12 ), 
(R ,0 )(R u )NS(O) n N(R ,2 ),(R^(R n )NC(Z)N(R ,2 )S(O) n N(R 13 ), 

R'OSCOnNCR 12 ), R 9 0, R 9 C(Z)O t (R l0 XR l, )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R 10 )(R U )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0) m (R^CR^NSCO),,, 
R 9 OS(0) n , and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; wherein the CWalkyl, C 3 ^-cycloalkyl, C 2 . 6 -alkenyl, 
CWalkynyl, aryl, C M -heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, Q. 
6 -alkyl, C 3 ^-cycloaU£yl, C 2 ^-alkenyl, CWa&ynyl, aryl, C^-heterocycloalkyl, 
heteroaryl, CN, R 9 C(Z), (R ,0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R U )N, 
R 9 C(Z)N(R 12 ), (R ,0 )(R U )NC(Z)N(R ,2 ) } (R^X^^N^NCR^^NCR 13 ), 
R 9 OC(Z)N(R ,2 )C(Z)N(R 13 ), (R l0 )(R u )NS(O)„N(R ,2 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0)„N(R 12 ), 
(R^^^NSCO^CR^XCR^XR'^NOTN^^SCO^NCR 13 ), 
R 9 OC(Z)N(R 12 )S(0) n N(R 13 ), (R^CR'^NSCOnN^^SCO^CR 13 ), 
R 9 OS(0) n N(R 12 ), R 9 0, R 9 C(Z)0, (R 10 )(R M )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R ,0 )(R u )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0)„, (R 10 )(R u )NS(O) tt , 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

R 9 , R 10 , R u , R 12 and R 13 are each independently selected from hydrogen, 
C,.6-alkyl, C3. 8 -cycloalkyl, C«-alkenyl, C^-alkynyl, aryl, and Cs-g-hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C w -alkyl, NH 2 , C^-alkylNH, (d^-alkylXd^alkyDN, 
HO, Ci.6-alkylO, 0 2 NO, and C^-alkylS, wherein the C,. 6 -alkyl residues are 
optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R U , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, d. 6 -alkyl, NH 2 , C ^-alkylNH, (Cs-alkylXC^alkyDN, HO, 



d^-alkylO, C- 2 NO, and C^-alkylS, wherein the Cw-alkyl residues are 
optionally and independently substituted by one or more halogens. 



Another object of the present invention is a method for preventing, inhibiting or 
5 treating a disease, which can be modulated by inhibition of 15-lipoxygenase, by 
adniinistering to a subject in need of treatment a therapeuticaUy effective 
amount of a compound of formula (H). 

The diseases referred to comprise, but are not limited to, asthma, chronic 
10 obstructive pulmonary disease (COPD), pulmonary fibrosis, allergic disorders, 
rhinitis, inflammatory bowel disease, inflammatory pain, atherosclerosis, 
vasculitis, pancreatitis, arthritis, osteoarthritis, rheumatoid arthritis, 
conjunctivitis, iritis, scleritis, uveitis, wound healing, dermatitis, eczema, 
psoriasis, stroke, diabetes, autoimmune diseases, Alzheimers disease, multiple 
15 sclerosis, sarcoidosis, and Hodgkin's disease and other malignancies. 

Another embodiment of the invention is a method for inhibiting 15-lipoxy- 
genase in a mammal in need thereof, comprising administering to the mammal a 
therapeuticaUy effective amount of any of the compounds or any of the 
20 pharmaceutical compositions described herein. 

The compounds of the invention are 15-lipoxygenase inhibitors and as such 
may be useful in the treatment of asthma, chronic obstructive pulmonary 
disease (COPD), pulmonary fibrosis, allergic disorders, rhinitis, inflammatory 

25 bowel disease, inflammatory pain, atherosclerosis, vasculitis, pancreatitis, 
arthritis, osteoarthritis, rheumatoid arthritis, conjunctivitis, iritis, scleritis, 
uveitis, wound healing, dermatitis, eczema, psoriasis, stroke, diabetes, 
autoimmune diseases, Alzheimers disease, multiple sclerosis, sarcoidosis, and 
Hodgkin's disease and other malignancies (alone or in combination with: agents 

30 that inhibit cyclooxygenase, such as aceclofenac, acetylsalicylic acid, 
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diclofenac, celecoxib, etodolac, etoricoxib, ibuprofen, indomethacin, 
ketoprofen, lomoxicam, meloxicam, nabumetone, naproxen, piroxicam, 
rofecoxib, sulindac, tenoxicam, or valdecoxib; paracetamol; phenacetin, 
phenazone; compounds that inhibit 5-Upoxygenase activity, such as licofelone 
5 or zileuton; agents that are leukotriene receptor antagonists, such as ibudilast, 
montelukast, pranlukast, or zafirlukast; glucocorticoids, such as alclometasone, 
beclomethasone, betamethasone, budesonide, clobetasol, clobetasone, 
cortisone, desonide, desoximetasone, dexamethasone, flumethasone, 
fluocinolone acetonide, fluprednidene, fluticasone, hydrocortisone, 
10 methylprednisolone, mometasone, prednisolone, prednisone, or triamcinolone; 
chromones, such as sodium cromoglycate; xanthines, such as aminophylUne, 
arofylline, or theophylline; phosphodiesterase IV inhibitors, such as cilomilast 
or roflimulast; anticholinergics such as ipratropium bromide or tiotropium 
bromide, (J-agonists, such as bambuterol, fenoterol, formetorol, salbutamol; 
15 salmeterol, or terbutaline; anti-Hstamines such as acrivastine, alimemazine, 
antazoline, azelastine, cetirizine, chlorcyclizine, clemastine, cyclizine, 
cyproheptadine, desloratidine, dexbrompheniramine, dexchlorpheniramine, 
diphenhydramine, ebastine, fexofenadine, loratidine, meclizine, mizolastine, 
promethazine, terfenadine, or miethylperazine; agents that inhibit monocyte 
20 migration; nitric oxide releasing drugs; immunomodulators such as etanercept 
or infliximab; or cytostatica, chemotherapy or hormone therapy). 

Another object of the present invention is a method for eliciting a 
15-lipoxygenase modulating effect in a subject in need of treatment, which 
25 comprises administering to the subject of a therapeutically effective amount of 
a compound of formula (II). 

The compounds of the present invention in labelled form, e. g. isotopically 
labelled, maybe used as diagnostic agents. 

30 
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Another object of the present invention is the use of a compound of formula (II) 
in the manufacture of a medicament for the therapeutic treatment or prevention 
of a disease or disorder, which is associated with 15-lipoxygenase, in a subject 
in need thereof. 

5 

Examples of such diseases and disorders are asthma, chronic obstructive 
pulmonary disease (COPD), pulmonary fibrosis, allergic disorders, rhinitis, 
inflammatory bowel disease, inflammatory pain, atherosclerosis, vasculitis, 
pancreatitis, arthritis, osteoarthritis, rheumatoid arthritis, conjunctivitis, iritis, 
10 scleritis, uveitis, wound healing, dermatitis, eczema, psoriasis, stroke, diabetes, 
autoimmune diseases, Alzheimers disease, multiple sclerosis, sarcoidosis, and 
Hodgkin's disease and other malignancies. 

It is preferred that in compounds of formula (II), wherein R 1 is an aryl ring or 
15 heteroaryi ring, optionally and independently substituted in one or more 
positions by a group selected from halogen, Ci^-alkyl, C^s-cycloalkyl, 
C 2 . 6 -alkenyl, C 2 -6-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryi, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), O^XR^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R^NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(0)„N(R 7 ), 
20 (R'XR^NSCOyf (R 7 ) 9 R 4 0, R 4 C(Z)0, (R^(R 6 )NC(Z)0, R 4 S, R 4 S(0) n , 

and(R 5 )(R*)NS(0) n ; and wherein the C^-alkyl, C 3 - 8 -cycloalkyl, CWalkenyl, 
C 2 -6-alkynyl, aryl, C 3 _ 8 -heterocycloalkyl, and heteroaryi residues are optionally 
and independently substituted by one or more groups selected from halogen, 
CWalkyl, C^-alkenyl, Q^alkynyl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R 4 OC(Z), 
25 R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), (R 5 )(R^NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R 5 )(R 6 )NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 
(R^^NC^O, R 4 S, R 4 S(0)n, (R 5 )(R 6 )NS(0) n , and Z, provided that Z is not 
directly attached to an aryl or heteroaryi ring; wherein the Ci. 6 -alkyl, 
C 2 . 6 -alkenyl, and C 2 .6-alkynyl residues are optionally and independently 
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substituted by one or more groups selected from halogen, Ci_6-alkyl, 
CWalkenyl, C^alkynyl, (R^CR^N, R 4 0, and O2NO; 
Z is a substituent connected by a double bond, and is selected from 0= and 
R"N=; 
5 n is 1 or 2; 

R 2 is selected from hydrogen and CWalkyl, optionally and independently 
substituted by one or more halogens; 
X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, C=S, and S0 2 ; 

10 R 3 is Ci^-alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, C M -alkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Ci^-alkyl, C 3 _ 8 -cycloalkyl, 
C 2 ^-alkenyl, C 2 -6-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 

15 (R^CR^N^NCR 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0) n N(R 7 ), 
(R^CR^NSCO^NCR 7 ), R 4 0, R 4 C(Z)0, (R^^NCC^O, R 4 S, R 4 S(0)o, 
(R 5 )(R 6 )NS(0) n , and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; and wherein the Ci^-alkyl, C^g-cycloalkyl, CWalkenyl, 
C 2 .6-alkynyl, aryl, Cs-g-heterocycloalkyl, and heteroaryl residues are optionally 

20 and independently substituted by one or more groups selected from halogen, 
Ce-alkyl, CWalkenyl, C M -alkynyl, CN, R 4 C(Z), (R^CR^NCCZ), R 4 OC(Z), 
R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), (R 5 )(R^NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0)„N(R 7 ), (R'XR^NSCO^NCR 7 ), R 4 0, R 4 C(Z)0, O z NO, 
(R^CR^NC^O, R 4 S, R 4 S(0) n , (R^CR^NSCO),,, and Z, provided that Z is not 

25 directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
Q^-alkenyl, and C 2 . 6 -alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci-6-alkyl, 
CWalkenyl, C^-alkynyl, (R^N, R 4 0, and 0 2 NO; 
R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 

30 C^-alkyl, CWcycloalkyl, C M -alkenyl, C 2 ^-alkynyl, aryl, C 34r hetero- 
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cycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 XR n )NC(Z), R 9 OC(Z), R 9 SC(Z), 
(R I0 )(R ,l )N, R 9 C(Z)N(R 12 ), (R ,0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R^COoNCR 12 ), (R'W^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R 1! )NC(Z)O, R 9 S, R 9 S(0) n , and(R 10 )(R n )NS(O) n ; and wherein the 

^ 5 C^-alkyl, C 3 ^-cycloalkyl, C 2 _6-alkenyl, C 2 . 6 -alkynyl, aryl, C 3 ^-hetero- 

cycloalkyl, and heteroaryl residues are optionally and independently substituted 

^ by one or more groups selected from halogen, C w-alkyl, C^-alkenyl, 

* C 2 . 6 -alkynyl, CN, R 9 C(Z), (R 10 )(R»)NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R U )N, 
R 9 C(Z)N(R 12 ), (R'^CR'^NCC^NCR 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 

10 R 9 S(0)„N(R 12 ), (R'^CR'^NSCOW^CR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 

(R l0 )(R' ')NC(Z)0, R 9 S, R 9 S(0)„, (R^XR 1 l )HS(p) n , and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
CWalkenyl, and C^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci^-alkyl, 

15 C M -alkenyl, Q^-alkynyl, (R 10 )(R H )N, R s O, and 0 2 NO; 

or where any pair of R 4 , R s , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1 -3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, Ci. 6 -alkyi, C 3 .g-cycloalkyl, C M -alkenyl, Q^-alkynyl, aryl, 

20 C^heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R ll )NC(Z), R 9 OC(Z), 

R 9 SC(Z), (R l0 )(R u )N, R 9 C(Z)N(R 12 ), (R ,0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (R ,0 )(R n )NS(O)„N(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R l ')NC(Z)0, R 9 S, R 9 S(0) B , andCR^R^NSCO),,; and wherein the 
C,. 6 -alkyl, Ca-g-cycloalkyl, Qj^-alkenyl, Q-6-alkynyl, aryl, C 3 . 8 -hetero- 
: I - 25 cycloalkyl, and heteroaryl residues are optionally and independently substituted 

* " - 

£ by one or more groups selected from halogen, Ci^-attyl, C 2 ^-alkenyl, 

f'. C^-alkynyl, CN, R 9 C(Z), (R 10 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R U )N, 

O R 9 C(Z)N(R 12 ), (R ,0 )(R l ')NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 

• C : R 9 S(0) n N(R 12 ), (R^CR^NSCOy^R 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 

30 (R 10 )(R u )NC(Z)O,R 9 S,R 9 S(O)„ ) (R l0 )(R 1, )NS(O) n , and Z, provided that Z is 
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not directly attached to an aryl or heteroaryi ring; wherein the Ci^-alkyl, 
C M -alkenyl, and C 2 ^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Cj-6-alkyl, 
C^-alkenyl, ^-alkynyl, (R 10 XR n )N, R 9 0, and 0 2 NO; 

5 R 9 , R 10 , R l 1 , and R 12 are each independently selected from hydrogen, C^-alkyl, 
Cj^-alkenyl, and C 2 ^-alkynyl, optionally and independently substituted by one 
or more groups selected from halogen, C w -alkyl, NH 2 , CWalkylNH, 
(C w -alkyl)(C,^-alkyl)N, HO, C,^-alkylO, and 0 2 NO, wherein the CWalkyl 
residues are optionally and independently substituted by one or more halogens; 

10 or where any pair of R 9 , R 10 , R", and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C,. 6 -alkyl, NH 2 , CWalkylNH, (Cw-alkylXC,^-alkyl)N, HO, 
Ci. 6 -alkylO, and 0 2 NO, wherein the C w -alkyl residues are optionally and 

15 independently substituted by one or more halogens; 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

It is more preferred that in compounds of formula (II), R 1 is benzene, pyrrole, 
20 turan, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, 
indole, indoline, isoindoline, quinoline, 1^,3,4-tetrahydroquinoline, 
isoquinoline, 1^,3,4-teh^droisoquinoline, a^olizine, benzofuran, 
isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazole, benzimidazole, quinazoline, qumoxaline, 1,3-benzodioxole, and 

25 benzodioxane, optionally and independently substituted in one or more 

positions by a group selected from fluorine, chlorine, methyl, ethyl, n-propyl, 
isopropyl, n-butyl, sec-butyl, isobutyl, terr-butyl, «-pentyl, isopentyl, n-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 

30 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 



cyano, carbotnethoxy, carboethoxy, carboisopropoxy, amino, methylamino, 
ethylamino, n-propylamino, isopropylamino, n-butylamino, tert-butylamino, 
^-dimethylamino, AT-methyl-Ar-ethylamino, MAWiemylamino, tf-methyl-JV- 
isopropylamino, AT-emyl-^-is()propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 
5 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4- 
piperidyl, 1-piperazinyl, 4-memyl-l-piperazinyl, hydroxy, methoxy, ethoxy, 
isopropyloxy, n-propyloxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydro- 
pyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, 
acetyl, propionyl, pivaloyl, carbamoyl, N-methylcarbamoyl, M^dimethyl- 
10 carbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 0= is not 
directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, tert-butyl, 1-pentyl, 1-hexyl, 
1-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
15 enyl, l-heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, 1-nonadeca- 
4,7,10,13-tetraenyl, 3-methylbutyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 

3- chlorophenyl, 3,4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
3,4-diehlorophenyl, 3,5-dichlorophenyl, 3-chloro^-fluorophenyl, 4-chloro-3- 
fluorophenyl, 2-fluoro-5-iodophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, 4-tert-butylphenyl, 4-pentylphenyl, 3,4-dimethylphenyl, 

5- fluoro-2-methylphenyl, 2-trifluoromemylphenyl, 3-trifluoromethylphenyl, 
4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 2-ethoxyphenyl, 3-emoxyphenyl, 4-eraoxyphenyl, 
3,4-methylenedioxyphenyl; or cyclopropyi, cyclopropylmethyl, cyclopentyl, 

25 cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, l,2,3,4-tetrahydroq^imoUne,isoquinoline, 1,2,3,4-tetrahydro- 
isoquinoline, quinolizine, benzororan, isobenzofuran, chroman, 
benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzhnidazole, 
30 quinazoline, quinoxaline, 1,3-benzodioxole, andbenzodioxane, optionally and 
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independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, elhyl, w-propyl, isopropyl, n-butyl, sec-butyl, 
isobutyl, fert-butyl, n-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, 
difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 

3- butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, n-propyl- 
amino, isopropylamino, n-butylamino, tert-butylamino, N, A^dimemylamino, 
W-memyl-J^emylamino, WJV-diethylamino, Ar-memyl-itosopropylamino, 
Ar-emyl-Ar-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- memyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morphoUnyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, AT-methylcarbamoyl, ^AT-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that O is not directly connected to a 
heteroatom or to a carbon with a double bond; Y is C=0 or S0 2 , and X is a 
bond; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoUne, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, andbenzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, terf-butyl, n-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 



amino, memylamino, emylamino, n-propylamino, isopwmylamino, n-butyl- 
amino, tert-butylamino, WiV-dimemylammo, JV-metiiyl-^-ethylamino, 
JWdiemylamino, tf-methy Wisopropylamino, iV-efhyl-JV-isopropylamino, 
1-pyrroUdyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-mefliyl-4-piperidyl, 1-piperazinyl, 4-memyl-l-piperazinyl, 
hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydrofuryl, 3-tetrahydroruryl, 
1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
tbiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, Atoemylcarbamoyl, 
Mtf-dimemylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided mat 
0= is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methylpropyl, tert-bmyl, pentyl, hexyl, heptyl, 

3- methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 

1- heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, l-nonadeca-4,7,10,13- 
tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-flnorophenyl, 3,4-difluoro- 
phenyl, 3,5-difluorophenyU 3-chlorophenyl, 4-chlorophenyl, 2,4-dichloro- 
phenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3-fluorophenyl, 

2- mefhylphenyl, 3-metfaylphenyl, 4-melhylphenyl, 4-ter/-butylphenyl, 

4- pentylphenyl, 3,4-dimethylphenyl, l-trifluoromethylphenyl, 2-trifluoro- 
methylphenyl, 3-trifluoromethylphenyl, 2-cyanophenyl, 3-cyanophenyl, 
4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomethoxyphenyl, 4-carbo- 
methoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 4-carboethoxy- 
phenyl, 2-carboisoproppxyphenyl, 3-carboisopropoxyphenyl, 4-carboiso- 
propoxyphenyl, 2-nitrophenyl, 3-nitrophenyl, 4-nitrophenyl, 3,5-dinitrophenyl, 

2- methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 2-emoxyphenyl, 

3- ethoxyphenyl, 4-ethoxyphenyl, 3,4-methylenedioxyphenyl, 2-trifluoro- 
methoxyphenyl, 3-trifluoromethoxyphenyl, 4-trifluoromethoxyphenyl, or 
cyclopropylmethyl, cyclopentyl, benzyl, pyrrohdine, piperidine, pyrrole, furan, 

) thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, 
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indoline, isoindoline, quinoline, 1,2^,4-tetrahydroquinoline, isoquinoline, 
1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, isobenzofuran, 
chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, 
benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, andbenzodioxane, 
5 optionally and independently substituted in one or more positions by a group 
selected from fluorine, chlorine, methyl, ethyl, n-propyl, isopropyl, /i-butyl, 
sec-butyl, isobutyl, tert-butyl, n-pentyl, isopentyl, n-hexyl, isohexyl, 
fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 
10 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, 
methylamino, eraylamino, n-propylamino, isopropylamino, n-butylamino, tert- 
burylamino, iV;iV-dime%larmno,Mmemyl-iSr-ethylamino, MAT-diefoylamino, 
iV-memyl-iV-isopropylamino, iV-ethyl-iV-isopropylamino, 1-pyrrolidyl, 
2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, 
15 l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, nitro, hydroxy, 
methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetrahydrofuryl, 3-tetrahydro- 
furyl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 
4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, iVT-methyl- 
carbamoyl, JV,JV-dimethylcarbamoyl, memylsulfinyl, methylsulfonyl, and 0=, 
20 provided that 0= is not directly connected to a heteroatom or to a carbon with a 
double bond, Y is OO and C=S, and X is NH, NMe, NEt or NCF 3 ; 
or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1^,3,4-tetrahydroisoquinoline, 
25 quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, ferf-butyl, n-pentyl, 
30 isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
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cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, eraylamino, n-propylamino, 
isopropylamino, n-butylamino, tert-butylamino, iWdimemylamino, iV-methyl- 
5 JV-ethylamino, Mi^dietbylamino, ^me&yl-AT-isopropylainino, W-ethyl-JV-iso- 
propylamino, 1-pynolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl,4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
10 hydropyranyl, 4-morpholinyl, ihiomethyl, acetyl, propionyl, pivaloyl, 

carbamoyl, JV-methylcarbamoyl, A^dime&ylcarbamoyl, methylsulfinyl, 
metbylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 
15 R 3 is propyl, isopropyl, tert-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,ll-dienyl, 1-heptadeca- 
8,11,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 
methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, /erf-butyl, 
20 n-pentyl, isopentyl, H-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
melhyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
isopropylamino, n-butylamino, terf-butylamino, tyAWimeraylamino, W-methyl- 
25 iV^mylamino, W,W-diemylamino, AT-merayl-^isopropylaniino, JV-ethyl-W-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
30 hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 



carbamoyl, N-methylcarbamoyl, iWdimemylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; or cyclopropyl, cyclopropyl- 
methyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, turan, tbiophene, pyrazole, 
imidazole, oxazole, isoxazole, Ihiazole, pyridine, indole, indoline, isoindoline, 
quinoline, l,2,3,4-tetr a bydroquinoUne,isoquinoline, 1,2,3,4-tetrahydroiso- 
quinoline, quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, 
pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, 
quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and independently 
substituted in one or more positions by a group selected from halogen, methyl, 
ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl, n-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropyhnethyl, 

1- propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, eraylamino, n-propylamino, 
isopropylamino, n-butylanrino, tert-butylamino, MAWimethylamino, W-methyl- 
JV^emylamino, MA^diemylamino, iV-memyl-Ar-isopropylamino, tf-ethyl-tf- 
isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 

2- piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 
4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, /i-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofiiryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, AT-methylcarbamoyl, iST,iV-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and O, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
YisC=0,andXisO; 



as 



well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 



It is particularly preferred that in compounds of formula (II), R 1 is 2-chloro- 
phenyl, 5-chloro-2-cyanophenyl, 4-dimethylaminophenyl, 4-carbomethoxy- 
phenyl, l,3,5-trimethyl-l//-pyrazol-4-yl, 3-memylisoxazol-5-yl, 3-pyridyl, or 
3-carbomethoxytfaien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oleoyl, (l*,2S,5/9-(-)-menthyl, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 

3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, 5-fluoro-2-methyl- 
phenyl, 4-te^butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyL 2-furyl, 2,5-dimewyl-3-furyl, 

2- carbomethoxy-5-furyl, l-methyl-lH-pyrrol-2-yl, 3-methyl-2-benzofuryl, or 

3- methyl-2-thienyl, Y is C=0, C=S or S0 2 , and X is a bond, NH, NHMe, or O; 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

Especially preferred are Hie following compounds: E1-E47; 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

Other features and advantages of the invention wUl be apparent from the 
detailed description and claims. 

DETAILED DESCRIPTION ™ THF INVENTION 

The following definitions apply to the terms as used throughout this 
specification, unless otherwise limited in specific instances. 

The term 15-lipoxygenase inhibitor as used herein is intended to cover any 
moiety that prevents the action of the 15-lipoxygenase enzyme, or a complex 
which the 15-lipoxygenase enzyme forms a part. 



The term "subjecf ' as used herein refers to a patient, which may e.g. be a 
mammal including human beings. 

The term "effective amount" refers to an amount of a compound, which confers 
5 a therapeutic effect on the treated subject. The therapeutic effect may be 

objective (i.e. measurable by some test or marker) or subjective (U. Ihe subject 
gives an indication of or feels an effect). 

The term "halogen", as used herein alone or as part of another group, refers to 
10 chlorine, bromine, fluorine, and iodine. 

The term "heteroatom" as used herein, refers to nitrogen, oxygen, sulphur, and 
in heterocyclic rings, also selenium. 
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The term "C^-alkyl", as used herein alone or as part of another group, refers to 
an alkyl group which may be straight or branched. Exemplary C^-alkyl groups 
include, but are not restricted to, methyl, ethyl, n-propyl, isopropyl, n-butyl, 
-butyl, isobutyl, tert-butyl, «-pentyl, isopentyl, «-hexyl, and isohexyl. 



sec- 



20 The term "C 3 ^-cycloalkyl", as used herein alone or as part of another group, 
refers to a mono-, or bicyclic alkyl group, which may contain one or more 
unsaturations (double, and/or triple bonds). Exemplary C 3 .8-cycloalkyl groups 
include, but are not restricted to, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, cyclooctyl, cyclopentenyl, cyclohexenyl, 
cycloheptenyl, cyclooctenyl, cyclooctynyl, bicycloheptyl, bicyclooctyl, and 
bicyclooctenyl. It is also understood that a single carbon of the C3. 8 -cycloalkyl 
may be common to another C^-cycloalkyl or Cj-g-heterocycloalkyl, forming a 
so called spiro-compound. 
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The term "CWalkenyT , as used herein alone or as part of another group, refers 
to an alkenyl group which may be straight or branched. Exemplary C^-alkenyl 
groups include, but are not restricted to, vinyl, 1-propenyl, 2-propenyl, 
propadienyl, 1-butenyl, 2-butenyl, 3-butenyl, 1,3-butadienyl, 1-pentenyl, 
5 2-pentenyl, 4-pentenyl, and 5-hexenyl. 

The term "C 2 ^-alkynyr, as used herein alone or as part of another group, refers 
to an alkynyl group which may be straight or branched. Exemplary C^-alkynyl 
groups include, but are not restricted to, ethynyl, 1-propynyl, 2-propynyl, 
10 1-butynyl, 2-butynyl, 3-butynyl, 1-pentynyl, 2-butynyl, 4-pentynyl, 1-hexynyl, 
3-hexynyl, and 5-hexynyl. 

The term «C 3 ^-heterocycloalkyl", as used herein alone or as part of another 
group, refers to a mono-, or bicyclic alkyl group which may contain one or 
15 more heteroatoms, and which may contain one or more unsaturates (double, 
and/or triple bonds). Exemplary C 3 . r heterocycloalkyl groups include, but are 
not restricted to, aziridine, azetidine, pyrrolidine, pyrroline, piperidine, 
tetrahydropyridine, dihydropyridine, pyrazolidine, imidazolidine, imidazoline, 
piperazine, morpholine, thiomorpholine, oxirane, oxetane, tetxahydroruran, 
20 pyran, dihydropyran, tetrahydropyran, 1,3-dioxolane, 1,3-dioxane, 1,4-dioxane, 
thiirane, thietane, thiolane, 1,3-dithiolane, 1,4-dithiane, 1,3,5-trithiane, 
quinuclidine, and tropane. It is also understood that a single carbon or nitrogen 
of the C 3 . 8 -heterocycloalkyl maybe common to another C 3 -8-cycloalkyl-, or 
C 3 . 8 -heterocycloalkyl-group, forming a so called spiro-compound. 

The term aryl is intended to include monocyclic or bicyclic ring systems having 
from 6 to 10 ring carbon atoms, in which at least one ring is aromatic. 
Examples of such ring systems are benzene, naphtalene, 1,2,3,4-tetrahydro- 
naphtalene, indan, and indene. 
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The term heteroaryl refers to a mono-, bi- or tricyclic ring system having from 5 
to 10 ring atoms, in which at least one ring is aromatic, and in which one or 
more of the ring atoms are other than carbon, such as nitrogen, sulphur, oxygen 
and selenium. Examples of such heteroaryl rings include, but are not restricted 
to, pyrrole, faran, tbiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, 
isothiazole, 1,2,3-triazole, 1,2,4-triazole, 1,3,4-triazole, 1,2,3-oxadiazole, 
1,2,4-oxadiazole, 1,3,4-oxadiazole, 1,2,3-thiadiazole, 1,2,4-thiadiazole, 
1,3,4-thiadiazole, tetrazole, pyridine, indole, isoindole, indoline, isoindoline, 
quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroiso- 
quinoline, quinolizine, carbazole, acridine, benzofuran, isobenzofuran, 
chroman, isochroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazOle, benzimidazole, cinnoline, quinazoline, quinoxaline, phthalazine, 
1,5-naphthyridine, 1,8-naphthyridine, phenazine, behzoxazole, 3,4-dihydro- 
2i/-l,4-benzoxazine, benzothiazole, phenothiazine, 1,3-benzodioxole, 
benzodioxane, 2,1,3-benzoxadiazole, 2,1,3-benzothiazole, 2,1,3-benzoselena- 
diazole, purine, and pteridine. The ring system may be linked to the rest of the 
molecule via a carbon or nitrogen atom thereof. 

The compounds of formulas (T) and (II) in the invention may contain at least 
one chiral center and may therefore exist as optical isomers. The invention 
therefore comprises optically inactive racemic (rac) mixtures (a one to one 
mixture of enantiomers), optically enriched scalemic mixtures as well as 
optically pure individual enantiomers. The compounds in the invention also 
may contain more than one chiral center and therefore may exist as 
diastereomers. The invention therefore comprises individual diastereomers as 
well as any mixture of diastereomers. 



The compound of formulas (I) and (II) in the invention may contain geometrical 
isomers and may therefore exist as either the E (entgegen) or Z (zusammen) 



isomers. The invention therefore comprises individual E or Z isomers as well as 
any mixture of E and Z isomers. 

The compound of formulas (I) and (II) in the invention may exist in tautomeric 
5 forms, the invention therefore comprises the individual tautomeric forms as 
well as any mixture thereof. 

Also included within the scope of the invention are polymorphs, hydrates, and 
solvates of the compounds of the instant invention. 

10 

The compounds of formulas (I) and (II) can be present as salts, in particular 
pharmaceutically acceptable salts. The term " Pharmaceutically Acceptable 
Salts" Tefers to salts prepared from pharmaceutically acceptable non-toxic bases 
or acids including inorganic or organic bases and inorganic or organic acids. 
15 Salts derived from inorganic bases include aluminium, ammonium, calcium, 
copper, ferric, ferrous, lithium, magnesium, manganic salts, manganous, 
potassium, sodium, zinc salts, and the like. Particularly preferred are the 
ammonium, calcium, magnesium, potassium, and sodium salts. Salts derived 
from pharmaceutically acceptable organic non-toxic bases include salts of 
20 primary, secondary, and tertiary amines, substituted amines including naturally 
ocurring substituted amines, cyclic amines, and basic ion exchange resins, such 
as arginine, betaine, caffeine, choline, i^JNT-<h^enzylemylenediamine, 
diemylamine, 2-diemylaminoethanol, 2-dimemylammoethanol, ethanolamine, 
eraylenediamine, iST-ethylmorpholine, iV-ethylpiperidine, glucamine, 
25 glucosamine, histidine, hydrabamine, isopropylamine, lysine, meraylglucamme, 
morpholine, piperazine, piperidine, polyamine resins, procaine, purines, 
theobromine, triethylamine, trimemylamine, tripropylamine, tromethamine, and 
the like. When the compound of this invention is basic, salts may be prepared 
from pharmaceutically acceptable non-toxic acids, including inorganic and 
30 organic acids. Such acids include, but are not restricted to, acetic, 



benzenesulfonic, benzoic, camphorsulfonic, citric, etanesulfonic, fumaric, 
gluconic, glutamic, hydrobromic, hydrochloric, isethionic, lactic, maleic, malic, 
malonic, mandelic, methanesulfonic, mucic, nitric, pamoic, pantothenic, 
phosphoric, succinic, sulfuric, tartaric,and p-toluenesulfonic acid. Particularly 
5 preferred are citric, hydrobromic, hydrochloric, maleic, nitric, phosphoric, 
sulfuric, and tartaric acids. Salts in the solid form may exist in more than one 
crystal structure, and may also be in the form of hydrates. 

The present invention includes within its scope prodrugs of the compounds of 
10 this invention. In general, such prodrugs will be functional derivatives of the 
compounds of this invention which are readily convertible in vivo into the 
required compound. Thus, in the methods of treatment of the present invention, 
the term "administering" shall encompass the treatment of the various 
conditions described with the compound specifically disclosed or with a 
15 compound which may not be specifically disclosed, but which converts to the 
specified compound in vivo after administration to the patient. Conventional 
procedures for the selection and preparation of suitable prodrug derivatives are 
described, for example in "Design of Prodrugs" ed. H. Bundgaard, Elsevier, 
1985, which is incorporated by reference herein in its entirety. 

20 

The present invention includes within its scope metabolites of compounds of 
formulas (I) and (II). Metabolites of the compounds includes active species 
produced upon introduction of compounds of this invention into the biological 
milieu. 

25 

The present invention includes within its scope compounds of formulas (I) and 
(IT) in isotopically labelled form. 



The compounds of the present invention can be administered in such oral 
30 dosage forms as tablets, capsules (each of which includes sustained release or 
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timed release formulations), pills, powder, granules, elixirs, tinctures, 
suspensions, syrups and emulsions. Likewise, they may also be administered in 
intravenous (bolus or infusion), intraperitoneal, topical (e.g. ocular eyedrop), 
subcutaneous, intramuscular, or transdermal {e.g. patch) form, all using forms 
well known to those of ordinary skill in the pharmaceutical arts. 



The dosage regimen utilizing the compounds of the present invention is 
selected in accordance with a variety of factors including type, species, age, 
weight, sex, and medical condition of the patient; the severity of the condition 
10 to be treated; the route of administration; the renal and hepatic function of the 
patient; and the particular compound or salt thereof employed. An ordinarily 
skilled physician, veterinarian or clinician can readily determine and prescribe 
the effective amount of the drug required to prevent, counter or arrest the 
progress of the condition. 

15 

Oral dosages of the present invention, when used for the indicated effects, will 
range between about 0.01 mg per kg of body weight per day (mg/kg/day) to 
about 100 mg/kg/day, preferably 0.01 mg per kg of body weight per day 
(mg/kg/day) to 10 mg/kg/day, and most preferably 0.1 to 5.0 mg/kg/day. For 
20 oral administration, the compositions are preferably provided in the form of 
tablets containing 0.01, 0.05, 0.1, 0.5, 1.0, 2.5, 5.0, 10.0, 15.0, 25.0, 50.0, 100, 
and 500 milligrams of the active ingredient for the symptomatic adjustment of 
the dosage to the patient to be treated. A medicament typically contains from 
about 0.01 mg to about 500 mg of the active ingredient, preferably from about 1 
25 mg to about 1 00 mg of active ingredient. Intravenously, the most preferred 
doses will range from about 0.1 to about 10 mg/kg/minute during a constant 
rate infusion. Advantageously, compounds of the present invention maybe 
administered in a single daily dose, or the total daily dosage may be 
administered in divided doses of two, three or four times daily. Furthermore, 
30 preferred compounds for the present invention can be administered in intranasal 



form ^ topical use of suitable intranasal vehicles, or via transdermal routes, 
using those forms of transdermal skin patches or iontophoretic devices well 
known to those of ordinary skill in the art. To he administered in the form of a 
transdermal delivery system, the dosage administration will, of course, be 
5 continuous rather than intermittent throughout the dosage regimen. 

In the methods of the present invention, the compounds herein described in 
detail can form the active ingredient, and are typically administered in 
admixture with suitable pharmaceutical diluents, exipients or carriers 
10 (collectively referred to herein as "carrier" materials) suitably selected with 
respect to the intended form of administration, that is, oral tablets, capsules, 
elixirs, syrups and the like, and consistent with conventional pharmaceutical 
practices. 

15 For instance, for oral administration in the form of a tablet or capsule, the active 
drug component can be combined with an oral, non-toxic, pharmaceutically 
acceptable, inert carrier such as lactose, starch, sucrose, glucose, colloidal 
silicon dioxide, microcrystalline cellulose, methyl cellulose, sodium starch 
glycolate, magnesium stearate, calcium hydrogen phosphate, dicalcium 
20 phosphate, calcium sulfate, mannitol, sorbitol, and the like; for oral 

administration in liquid form, the oral drug components can be combined with 
any oral, non-toxic, pharmaceutically acceptable inert carrier such as ethanol, 
glycerol, water, and the like. Moreover, when desired or necessary, suitable 
binders, lubricants, disintegrating agents and coloring agents can also be 
25 incorporated into the mixture. Suitable binders include starch, gelatin, natural 
sugars such as glucose or beta-lactose, corn sweeteners, natural and synthetic 
gums such as acacia, tragacanth or sodium alginate, carboxymethylcellulose, 
polyethylene glycol, waxes, and the like. Lubricants used in these dosage forms 
includes sodium oleate, sodium stearate, magnesium stearate, sodium benzoate, 



sodium acetate, sodium chloride, and the like. Disintegrators include without 
limitation starch, methylcellulose, agar, bentonite, xanthan gum, and the nice. 



The compounds of the present invention can also be administered in the form of 
5 liposome delivery systems, such as small unilamellar vesicles, large unilamellar 
vesicles and multilamellar vesicles. Liposomes can be formed from e. g. 
phospholipids, cholesterol, stearylamine, or phosphatidylcholines. 

The compounds of formulas (T) and (II) maybe prepared by the exemplary 
10 processes described in the following reaction schemes. Exemplary reagents and 
procedures for these reactions appear hereinafter and in the working Examples. 

Compounds of formulas (I) and (ft) of the invention may be prepared using the 
sequence of steps outlined in Schemes 1 to 3 set out below. The groups R 1 , R 2 , 
15 and R 3 in Schemes 1 to 3 are as defined in formulas (I) and (II). The groups R 1 , 
R 2 , and R 3 may be modified one or several times, after or during the preparation 
of compounds of formulas (I) and (II) by methods known in the art Examples 
of such methods include, but are not restricted to, substitutions, reductions, 
oxidations, alkylations, hydrolysis, esterifications, and etherifications. 

20 

Scheme 1 describes a synthetic route that begins with the reaction between the 
diketopiperazine derivative 1 and an appropriately substituted amine to give the 
pyrazole-3-carboxamide 2. The reaction of 2 with an appropriately substituted 
electrophilic reagent R 3 E affords the final product of formulas (I) and (II). If 

25 R 3 E is an acyl halide, a carboxylic acid anhydride, or a ketene, X and Y in 
compounds of formulas (I) and (II) is abond and C=0, respectively. 
Alternatively, compounds of formulas (I) and (II) where X is a bond and Y is 
C=0 can be prepared by acylation of 2 with a carboxylic acid in combination 
with an activating agent such as caroonyldiimidazole, dicyclohexylcarbo- 

30 diimide, l<3-dimemylanunopropyl)-3-emyl-carbomimid^^ l^yclohexylcarbo- 
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dimude-3-propyloxymethyl polystyrene, benzotriazol- 1 -yloxytripyrrolidino- 
phosphonium hexafluorophosphate, or similar reagents known to those skilled 
in the art, in the presence of a suitable base such as triethylamine, N-ethyl- 
diisopropylamine, 4-dimethylaminopyridine, N-(methylpolystyrene)-4- 
I 5 (memylamino) pyridine, or similar reagents known to those skilled in the art 

Compounds of formulas (I) and (II) where X is a bond and Y is OO may also 
be prepared by the reaction of 2 with e. g. phosgene or triphosgene, followed by 
^ a metalloorganic reagent, R 3 M, were M is e. g. Mn, Fe, Ni, Cu, Zn, Pd, or Ce,or 

salts, or complexes thereof. Similarily, compounds of formulas (I) and (II) 
10 where X is a bond and Y is C=S may be prepared by the reaction of 2 with e. g. 
thiophosgene, followed by a metalloorganic reagent, R 3 M, were M is e. g. Mn, 
Fe, Ni, Cu, Zn, Pd, or Ce, or salts, or complexes thereof. If R 3 E is an 
isocyanate, X and Y in compound of formulas (I) and (II) are NH and C=0, 
respectively. Compounds of formulas (I) and (II) where X is NR 8 (where R 8 is 
15 other than hydrogen) and Y is CO can also be prepared by the reaction of 2 
with a carbamoylchloride or by the alkylation of compound of formulas (I) and 
(II) where X is NH and Y is C=0. If R 3 E is a chloroformate or a similar reagent 
known to those skilled in the art, X and Y in compound of formulas (I) and (II) 
is O and CO, respectively. An alternative preparation of compound of 
20 formulas (I) and (II) where X is O or NR 8 is to treat 2 with e. g. phosgene, 
triphosgene, or carbonyldiimidazole, followed by an alcohol or an amine, 
respectively. Similarly, treatment of 2 with an isothiocyanate, or thiophosgene 
or thiocarbonyldiimidazole followed by an alcohol or an amine, affords 
compounds of formulas (I) and (II) were Y is C=S, and X is O or NR 8 , 
A. 25 respectively. Compounds of formulas (I) and (II) where X is NR 8 (where R 8 is 
9 other than hydrogen) and Y is C=S can also be prepared by the reaction of 2 

with a thiocarbamoylchloride or by the alkylation of compound of formulas (I) 
C' and (II) where X is NH and Y is OS. If R 3 E is an chlorothionoformates, or a 

* O similar reagent known to those skilled in the art, X and Yin compound of 

K.l 30 formulas (I) and (II) is O and C=S, respectively. Compounds of formulas (I) 



and (II) where Y is OS may also be prepared from compounds of formulas (I) 
and (II) where Y is C=0 by the action of P 2 S 5 , Lawesson's reagent or by other 
reagents known to those skilled in the art 



5 Scheme 1 
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Scheme 2 describes a synthesis in which the first step is the transformation of 
the pyrazole-3-carboxylic acid derivative 3 into a carboxamide 4. L may be an 
activating group such as halogen, carboxylate, sulfonylate, or a similar group 
10 known to those skilled in the art. L may also be a hydroxy group (/. e. 3 is a 
carboxylic acid) in which case the reaction is performed in the presence of one 
or several activating reagents such as carbonyldiimidazole, an azo- 
dicarboxylate (Mitsunobo conditions), dicyclohexylcarbodiimide, 
H3-mmemylammopropyl)-3-e^ 
15 propyloxymethyl polystyrene, benzotriazol-l-yloxytripyrroUdinophosphonium 
hexafluorophosphate, or similar reagents known to those skilled in the art, in 
the presence of a suitable base such as triethylamine, N-emyldiisopropylamine, 
4-dimethylaminopyridine, NKmemylpolystyrene)-4.(memylamino) pyridine, or 
similar reagents known to those skilled in the art. The substituent R p can be 
20 either a hydrogen or an appropriate protecting group, such as tert-butoxy- 

carbonyl, trimethylsilyl, acyl, arylsulfonyl, or 3,4-dimethoxybenzyl, or a similar 
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group known to those skilled in the art Removal of the protecting group by 
methods known to those skilled in the art, e. g. by hydrolysis, reduction, 
hydrogenolysis, or oxidation, gives compound 2. In case R p is hydrogen, 4 is 
identical to 2. Finally, compound 2 is converted to the compound of formulas 
^ 5 (I) and (II) as described in Scheme 1 . 

^ Scheme 2. 
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Scheme 3 describes a synthesis starting with pyrazole-3-carboxylic acid 5 (R p is 
10 H) or a pyrazole-3-carboxylic acid derivative 5 (R p is not H) were the 

carboxylic acid is protected with a suitable protecting group. Suitable protecting 
groups include, but are not restricted to, methyl, benzyl, or 3,4-dimethoxy- 
benzyl. Compound 5 is transformed to compound 6 using the methods used for 
the synthesis of the compound of formulas (I) and (II) from 2 as described m 
15 Scheme 1 . Removal of the protecting group R p (R P is not H) using methods 
known to those skilled in the art, e. g. by hydrolysis, reduction, hydrogenolysis, 
or oxidation, gives the carboxylic acid 7 (W is OH). In case R p is hydrogen, 6 is 
identical to 7 (W is OH). Finally, compound 7 is directly converted to the 
carboxamide of formulas (I) and (II) as described in Scheme 2 for the 
20 transformation of 3 to 4, or indirectly via an intermediate 7 (W is not OH) 
where W is an activating group as described in Scheme 2. 
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Alternatively, compound 6 can be converted directly to the final product of 
formulas (I) and (II) by a reaction with an appropriate amine using methods 
known to those skilled in the art 



Scheme 3. 



-R p 



H A R 3 

5 Y "X' K 6 



fi R 1 R 2 NH. O R 

Y "X' R3 7 Y ^X' R (Dor (11) 



10 All publications mentioned herein are hereby incorporated by reference. By the 
expression "comprising" means "including but not limited to". Thus, other non- 
mentioned substances, additives or carriers maybe present 

The present invention will now be described with reference to the following 
15 Examples. These Examples are not to be regarded as Umiting of the scope of 
the present invention, but shall only serve in an illustrative manner. 
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The following abbreviations are used in the examples: 

DM p dimethylformamide 
DMSO dimethylsulfoxide 

5 EtOAc ethvl ac etate 

MS Mass spectrum 

NMR Nuclear Magnetic Resonance 

THF tetrahydroturan 

10 Chemicals specified in the synthesis of the compounds in the examples were 
commercially available from, e.g. Sigma-Aldrich Fine Chemicals. 

EXAMPLES 

15 ih^ phl. l-Benz -yi-i Ar- p^le-S-cHrboxvlic acid p^dm-3-ylamide (El). 
Stepl. 

li/-Pyrazole-3-carboxylic acid. 




20 An aqueous solution of KMn0 4 (40.9 g, 0.26 mol) was added to a stirred 
solution of 3-methyl-l(2)tf-pyrazole (9.8 ml, 0.12 mol) in 0.5 L water. The 
mixture was heated at reflux for 5 h. The black suspension was cooled, filtered 
and concentrated to a small volume. The solution was acidified wilfa 3 N HC1 
and the white solid that formed was collected and washed with Etp. Yield: 
100 %. 'H NMR (DMSO-d tf , 200 MHz) 8 7.75 (d, J= 1 .5 Hz, 1H) and 6.75 
(d,^=1.5Hz,lH). 



25 
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Step 2. 

1 //-Pyrazole-3-carbonyl chloride. 

Thionyl chloride (20 mL) was added to a solution of ltf-pyrazole-3-carboxyhc 
acid (5.0 g, 44.6 mmol) in THF (40 mL) at room temperature. The mixture was 
heated at reflux for 1 h, and concentrated to dryness. The solid was used 
without further purification. 




Step 3. 

10 ljy-Pyrazole-3-carhoxylic acidpyridin-2-ylamide. 




NaH (60 % dispersion in mineral oil, 1.34 g, 33.5 mmol) was added to a 
solution of pyridin-2-ylamine (3.0 g, 31.9 mmol) in THF (150 mL). The 
1 5 solution was stirred at room temperature for 1 hour and freshly prepared 

pyrazole-3-carbonyl chloride (4.66 g, 35.7 mmol) was added. The mixture was 
stirred for 1 h and 10 mL water was added. The mixture was concentrated to a 
small volume and extracted twice with EtOAc. The combined extracts were 
washed with H 2 0, dried with Na 2 S0 4 and concentrated to dryness. l H NMR 
I 20 (O)Cl3,200MHz)810.07(s > lH),8.49(d,/=8Hz,lH),8.38(d,J r =6Hz, 

1H), 7.83 (dd, J= 6 Hz, J= 8 Hz, 1H), 7.68 (d, /= 2.5 Hz, 1H), 7.14 (dd, /= 6 
Hz,J r =8Hz,lH),7.02(d,/=2.5Hz, 1H) 
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Step 4. 

l-Benzoyl-lH-pyrazole-3-carboxylic acid pyridin-3-ylamide. 




A solution of l#-pyrazole-3-carboxylic acid pyridin-2-ylamide (100 mg, 
5 0.53 mmol) in anhydrous THF (2mL) was added to NaH (60% dispersion in 
mineral oil, 22 mg, 0.56 mmole) with stirring at room temperature. After lh, 
benzoyl chloride (65uL, 0.56 mmole) was added and the mixture was stirred for 
an additional hour. Water (1 mL) was added and the mixture was concentrated 
to dryness. EtOAc (2 mL) and Na 2 C0 3 (0.2 M, 1 mL) were added and the 
10 phases were separated. The organic layer was washed with NaCl (aq. sat), 
passed through a short column of silica-gel and concentrated to dryness. The 
residue was triturated with Et 2 0 to afford the title compound (40 mg) as a white 
solid. MS (Nf+H) m/z 293. 

15 F.vam ple 2. i-(2-5-nimethvl-3-fi irnvn-1ff- P vrazole-3-carboxylic acid pyridin-3- 
vlamide (E2\ 




The title compound was prepared as described in Example 1, Step 4, from 
l/y-pyrazole-3-carboxylic acid pyridin-2-ylamide and 2,5-dimethyl-3-furoyl 
20 chloride. MS (M + +H) m/z 3 1 1 . 



Rum ple 3. W1-Methv1-lH-p v rrnl-2.vlVlg-T)VTazole-3-caiboxYlic acidpYndin- 
3-ylamide fE3Y 




5 The title compound was prepared as described in Example 1, Step 4, from 
ttf-pyrazole-3-carboxylic acid pyridin-2-ylamide and l-methyl-2-pyrroyl 
chloride. MS (M++H) m/z 296. 

Fvntti ple 4. l-(3-Methv1-2-thienovlV 1 ff-nvrazole-3-carboxylic acid pyridin-3- 
10 vlamide fE41. 




The title compound was prepared as described in Example 1, Step 4, from 
lH-pyrazole-3-carboxyUc acid pyridin-2-ylamide and 3-methyl-2-thienoyl 
chloride. MS (M + +H) m/z 313. 



15 




10 



K yam p 1e 5. W4-Pentvlbenzov j Vi^^ ole - 3 - r ^ 0 ^ licacidp ^ din " 3 ' 
ylamide CES). 



15 




The title compound was prepared as described in Example 1, Step 4, from 
5 li7-pyrazole-3-carboxylic acid pyridin-2-ylamide and 4-pentylbenzoyl chloride. 
MSQA*+H)m/z363. 

Exhale 6 MP -^-Fthox y ^^vn-I ff-pvrarole-^-carbonyllamiiiolthiophene- 
3-carboxvlic acidmeflwl e ster (E6). 



Step 1. 

Dipyrazolo[ 1 ,5-a; 1 \5'wi]pyrazme^>dione. 




A stirred suspension of pyrazole-3-carboxylic acid (5.0 g, 44.6 mmol) in thionyl 
chloride (40 mL) was heated at reflux for 10 h. The white solid was collected, 
washed with Et 2 0, and used without further purification. 
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Step 2. 

2-[(l//-pyrazole-3-carbonyl)anuno]thiophene-3-caiboxyUc acid methyl ester. 




5 NaH (60% dispersion in mineral oil, 0.61 g, 15.4 mmole,) was added to a 

solution of dipyrazolo[l,5-a;l\5'-d]pyrazine-4,9-dione (2.4 g, 12.7 mmol) and 
2-aminoraiopheneO-carboxylic acid methyl ester ((2.0 g, 12.7 mmol) in THF 
(100 mL) at room temperature. The mixture was stirred for 1 h and 10 mL 
water was added. The mixture was concentrated to a small volume and 

10 extracted twice with EtOAc. The combined extracts were washed with H 2 0, 
dried with Na 2 S0 4 and concentrated to dryness. l H NMR (DMSO-</*, 200 
MHz) 5 8.0 (d, J= 2 Hz, 1H), 7.21 (d, J= 5.8 Hz, 1H), 7.06 (d, 5.8 Hz, 1H), 
6.87 (d, J = 2 Hz, 1H) and 3.86 (s, 3H). 

15 Step 3. 

2 {[l<2-Ethoxybenzoyl)-lH-pyrazole-3-carbonyl]armno}miophene-^ 
acid methyl ester 




20 The title compound was prepared as described in Example 1, Step 4, from 
2-[(l^-pyrazole-3-carbonyl)anTino]miophene-3-carboxyUc acid methyl ester 

and 2-ethoxybenzoyl chloride. MS (M"+H) m/z 400. 



Rvam ple 7. 2-IP-tt-TrifluoTnmemvlbenzov iyi ^-pvf^le-3^arbonyl1aminok 
thionhene-3-naTboxvlic acid methyl ester fET). 




The title compound was prepared as described in Example 1, Step 4, from 
2-[(l//-pyrazole-3-carbonyl)ainino3thiophene-3-carboxylic acid methyl ester 
and 3-trifluorobenzoyl chloride. MS (M*+H) m/z 424. 

Exam ple 8. 2-fp-r5-Fluoro-2-memvlbe i i7.ov1Vlg-Pvrazole-3-carbonYl1ammo}- 
thiophene-3-carboxvlic acid meth vl ester (ES). 




The title compound was prepared as described in Example 1 , Step 4, from 
2-[(lH-pyrazoleO-carbonyl)ammo]miophene-3-carboxylic acid methyl ester 
and 5-fluoro-2-methylbenzoyl chloride. MS (M + +H) m/z 388. 



Pv^ ple 9. 2-^i-^-Methvl-2- thie n ovlVlH-Pvra7.o1e-3-caTbonYlV 
aminoUhiophp n^-caTboxvlin acid methyl ester (E9). 



15 




5 The title compound was prepared as described in Example 1, Step 4, from 
24(lJy-pyra2»le-3-carbonyl)amino]tmophene-3-carboxylic acid methyl ester 

and 3-methyl-2-thienoyl chloride. MS (fcT+H) im/z 376. 

y vam r i» in Uft> S-Dimet b vl-3-fi.rovlVlg-nvra7.o1e-3-carboxv1ic acid (1,3,5- 
10 trimethvl-l//-pvrazol-4-v1 >amide (E1&). 

Step 1. 

lff-Pyrazole-3-carboxylic acid (13,5-trimethyl-lH-pyrazol-^yl)amide. 




The title compound was prepared as described in Example 6, Step 2, from 
dipyrazolo[l s 5-a;r,5'-rf]pyrazine-4,9-dione and LS^-trimethyl-lH-pyrazol-^ 
ylamine. J H NMR (DMSO-d* 200 MHz) 8 1 1 .7 (m, 1H), 9.27 (m, 1H), 7.86 
(m, 1H), 3.64 (s, 3H), 2.04 (s, 3H) and 1.95 (s, 3H). 



20 



Step 2. 

l^^-Dimethyl-S-ftu^ylVlff-pyrazole-S-caAoxyUc acid (1,3,5-trimethyl- 
pyrazol-4-yl)amide. 



The titie compound was prepared as described in Example 1, Step 4, from 
ltf-pyrazole-3-carboxylic acid (l,3,5-trimemyl-lH-pyrazol-4-yl)amide an 
2,5-dimethyl-3-furoyl chloride. MS (M++H) m/z 342. 

Fxam ple 11. l-f1-Memvl-l ^ r^ ol - 2 - vn - lH -^ 7ole - 3 - C ^ OXYliC add 
(1 .3.5-trimethvl-l/f-pvra ^1-^-Yl)aniide (Elll 



The tide compound was prepared as described in Example 1, Step 4, from 
ltf-pyrazole-3-carboxylic acid (l,3,5-trimemyl-lif-pyrazol-4-yl)amide and 
l-methyl-2-pyrroyl chloride. MS (M^H) m/z 327. 





Example 12. l-f3-Methvl-2-benzofuro^ acid 
f 13.5-trimethvl-liy-pvrazoi^vnamide (E12\ 




5 The title compound was prepared as described in Example 1 , Step 4, from 
lif-pyrazole-3-carboxylic acid (l,3,5-trimetli3d-l/f-pyrazol-4-yl)amide and 
3-methyl-2-benzofiiroyl chloride. MS (M*+H) m/z 378. 

Example 13, Uf2-Fluoro-5-iodobenzovlVliy-pvrazole-3-carboxvlic acid 
10 ( L3.5-trimethvM/y-pvrazoi>4-vnamide (E13V 




The title compound was prepared as described in Example 1, Step 4, from 
l/^pyrazole-3-carboxylic acid (13,5-trimethyl-l/f-pyrazoi-4-yl)amide and 
2-fluoro-5-iodobenzoyl chloride. MS (M*+H) m/z 468. 
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Pxam ple 14. 1 ^-KmoxvbenzovVH/f-i; 
isnxazol-5-y ^amtde (E14). 



■>1e-3-carbo*vhc acid (3 -me 



Step 1. 



5 l#-Pyrazole-3-carboxyuc acid (3-methylisoxazol-5-yl)aniide. 




The title compound was prepared as described in Example 6, Step 2, from 
dipyrazolotl^jlNS'^yrazine^-dione and 3-methylisoxazol-5-ylamine. 
10 'H NMR (DMSO-d tf> 200 MHz) 5 7.85 (d, ./= 2 Hz, 1H), 6.86 (d, J= 2 Hz, 
lH),6.24(s, lH),2.2(s,3H). 

Step 2. 

H2-Ethoxybenzoyl)-lH-pyrazole-3-carboxylic acid (3-me1hylisoxazol-5-yl> 
15 amide 




The title compound was prepared as described in Example 1, Step 4, from 
lH-pyrazole-3-carboxylic acid (3-metiiylisoxazol-5-yl)amide and 2-ethoxy- 
20 benzoyl chloride. MS (M++H) m/z 341 . 



Example IS. l-n-Methvl-2- b enzofurovlVl/f-nvrazole-3-carboxYUc acid 
f3-methvliso^azol-5-vna mide (E1S). 




5 The title compound was prepared as described in Example 1 , Step 4, from 
lif-pyrazole-3-carboxylic acid (3-memyHsoxazol-5-yl)amide and 3-methyl-2- 
benzofuroyl chloride. MS (M*+H) m/z 351. 

Fvam ple 16. l-f2-FurovlV1 ff-pvrazole-3.carboxvlip acid (3-methvlisoxazol-5- 
10 vnamide (E16). 




The title compound was prepared as described in Example 1, Step 4, from 
lif-pyrazole-3-carboxylic acid (3-methyUsoxazol-5-yl)amide and 2-furoyl 
chloride. MS (M*+H) m/z 287. 

15 

Example 17. l-(l-Naphthovn-lK-pvrazole-3- carboxvlic acid f3-methvlisoxazol- 
5-vnamide fElT). 
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The title compound was prepared as described in Example 1, Step 4, from 
l//-pyrazole-3-carboxyiic acid (3-methylisoxazol-5-yl)amide and 1-naphtoyl 
chloride. MS (M + +H) m/z 347. 

Exgagde 18. S-l^Q^ttx^^^ 
aminn>benzoic acid^ ^Y 1 €sAtsr ^lff*. 

Step 1. 

4-[(lif-Pyra2»le-3-carbonyl)amino]benzoic acid methyl ester. 




Freshly prepared pyrazole-3-carbonyl chloride (5.80 g, 44.6 mmol) was added 
to a solution of 4-aminobenzoic add methyl ester (2.7 g, 17.9 mmol) in pyridine 
(50 mL). The solution was stirred at 85 °C for 3h and concentrated. The residue 
15 was extracted twice with EtOAc and the combined extracts were washed with 
H 2 0, dried withNa 2 S0 4 and concentrated to dryness. The solid was washed 
with Et 2 0 to give the title compound. J H NMR (CDC1 3 , 200 MHz) 8 9.0 
(s, 1H), 8.1 (d, J= 6 Hz, 2 H), 7.8 (d, J= 6 Hz, 2 H), 7.7 (s, J=2 Hz, 1H), 7.05 
(s, J=2 Hz, 1H), 3.93 (s, 3H). 

20 
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Step 2. 

4-{[H2,5-Dimethyl-3-faroyl>li^^ 
methyl ester. 




5 

The title compound was prepared as described in Example 1, Step 4, from 
4-[(l/f-pyrazoleO-carbonyl)amino]benzoic acid methyl ester and 2,5-dimetbyl- 
3-furoyl chloride. MS (M^+H) m/z 368. 

10 Example 19. 4-lfl-(5-Fluoro-2-memvlb enzovlVliy-PYra^le-3-carbonvl1- 
aminolbenzoic acid methvl ester (E19V 




V 

* II 



OMe 




The title compound was prepared as described in Example 1, Step 4, from 
1 5 4-[(lH-pyrazole-3-carbonyl)amino]benzoic acid methyl ester and 5-fluoro2- 
methylbenzoyl chloride. MS (M^+H) m/z 382. 
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acid methvi ester (E20V 



10 




The title compound was prepared as described in Example 1, Step 4, from 
5 4-[(l^-pyrazole-3-carbonyl)ammo]benzoic acid methyl ester and 
4-pentylbenzoyl chloride. MS (M++H) m/z 420. 

i*,.^,. 71 4- {fW2-Fur o Y "-1 tf-pvrazole-l-^rbonyllatniiiolbenzoic acid 
mftth yl ester (E21Y 




The title compound was prepared as described in Example 1, Step 4, from 
4-[(lH-pyrazole-3-carbonyl)amino]benzoic acid methyl ester and 2-fiiroyl 
chloride. MS (M++H) m/z 340. 




79 



T? ya ^ r i P 9? wi-Methvl-l / f-tivrTol-2-vn-LFf-i>vra7<>le-3-caTboxvlic acid 
(A-HiTr»eth y!amino phenvDamide (E22V 

Stepl. 

5 liJ-Pyrazole-3-carboxylic acid (4-dime1hylaminoplienyl)amide. 




Dipyrazolo[l,5-fl;l%5'-<flpyrazine-4,9-dione (1.0 g, 5.3 mmol) was added to a 
10 solution of dimethylaininophenylamiiie dihydrochloride (2.0 g ; 1 1 .6 mmol) and 
Et 3 N (3.2 mL, 23.2 mmol) in DMF (20 mL). The mixture was stirred at 85 °C 
for lh and concentrated. The residue was extracted twice with EtOAc and the 
combined extracts were washed with H 2 0, dried with Na 2 S0 4 and concentrated 
to dryness. The residue was purified by chromatography. 'H NMR (CDC1 3 , 
15 200 MHz) 5 8.55 (s, 1H), 7.6 (d, J = 2.5 Hz, 1 H), 7.52 (d, J= 9 Hz, 2 H), 6.91 
(d, J =2.5 Hz, 1H), 6.74 (s, J =9 Hz, 2H), 2.92 (s, 6 H) 

Step 2. 

Hl-Memyl-liy-pyrrol-2-yl)-lH-pyrazole-3-carboxylic acid (4-dimethyl- 
20 aminophenyl)amide 




The title compound was prepared as described in Example 1, Step 4, from 
lif-pyrazole-3-carboxyUc acid (4-dimefoylammophenyl)amide and l-methyl-2- 
pyrroyl chloride. MS (M^+H) m/z 338. 

Fvarrmle 23. l- f ^UP^tvlhenzovn-l ^vrazole-3-carboxylic acid 
f4-dimethy1atTiinnphe nY^amide (E23V 




The title compound was prepared as described in Example 1 , Step 4, from 
lfl-pyrazole-3-carboxylic acid (4-dimemylaminophenyl)amide and 
10 4-pentylbenzoyl chloride. MS (M*+H) m/z 405. 

Exam ple 24. l-n-Methvl-2-t htenovr>-lg-pvrazole-3-carboxylic acid 
g-dimethvlaminophen yl^amide (E24\ 




1 5 The title compound was prepared as described in Example 1 , Step 4, from 

lfr-pyrazole-3-carboxyUc acid (4^memylaminophenyl)amide and 3-methyl-2- 
thienoyl chloride. MS (M^+H) m/z 355. 



81 



p^m pte 25. l-r i-^thovn.m-Bvrazok^-caTboxyUc acid 
f4-dimethY 1nwl ' nnf P he "V 1 ) am ^ fE2g> - 

cT 



10 




The title compound was prepared as described in Example 1, Step 4, from 
5 ltf-pyrazole-3-carboxylic acid (4-dimethylaminophenyl)amide and 1-naphtoyl 
chloride. MS (M*+H) m/z 385. 

Ofi i.^.Ethoxvb ^^v1V1H-T>vra7^e-3-carboxylic acid (5-chloro-2- 
r/yanophenvflam ide CE26). 



Step 1. 

lff-Pyrazole-3-carboxylic acid (5-chloro-2-cyanophenyl)amide. 




15 The title compound was prepared as described in Example 6, Step 2, from 
dipyrazolo[l,5-«;l%5'-iflpyrazine-4,9-dione and 5-chloro-2-cyanoanUine. 
•HNMR (CDC1 3 , 200 MHz) 8 10.3 (s, 1H), 8.03 (m, 1 H), 7.98 (m, 1 H), 7.93 
(d, 7=8 Hz, 1H) , 7.48 (2, /=8 Hz, 1H), 6.86 (m, 1 H). 



Step 2. 

l-(2-Ethoxybenzoyl)-lfl-pyra2ole-3-caiboxylic acid (5-chloro-2-cyanopheaiyl)- 
amide. 




The title compound was prepared as described in Example 1, Step 4, from 
1 i/-pyrazole-3-carboxylic acid (5-chloro-2-cyanophenyl)atnide and 2-ethoxy- 
benzoyl chloride. MS (M^+H) m/z 395. 

Example 27. 1^5-Fluoro-2-methvlbenzov^ ac id 
( 5>chloro-2-cvanoi3hepvnamide (E27V 




The title compound was prepared as described in Example 1 , Step 4, from 
l/f-pyrazole-3-carboxylic acid (5-chloro-2-cyanophenyl)amide and 5-fluoro-2- 
methylbenzoyl chloride. MS (M*+H) m/z 383. 
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Tram ple 28. H^-FnTnylVl/f- pyra^le-B-carboxvlic acid (5-chloro-2- 
cvanoph< *"Y*)«TT"de (E28V 



10 




The title compound was prepared as described hi Example 1, Step 4, from 
l/f-pyrazole-3-carboxylic acid (5-chloro-2-cyanophenyl)amide and 2-furoyl 
chloride. MS (M++H) m/z 341. 

Example 29. 1-n-Naphtho v 1V1ff-pvrazole-3-carboxylic acid f5-chloro-2- 
cvanophenY 1 ) fl:nf " de (E29Y 




The title compound was prepared as described in Example 1 , Step 4, from 
lH-pyrazole-3-carboxylic acid (5-chloro-2-cyanophenyl)amide and 1-naphtoyl 
chloride. MS (M++H) m/z 401 . 




« * 
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Example 30. l-Oleovl-lff-pyrazole-3-catboxvHc acid (2-cMorophenvDanaide 
(E30). 

Stepl. 

1 //-Pyrazole-3 -carboxylic acid (2-chlorophenyl) amide 



A mixture of dipyrazolo[l,5-a;l %5^</Jpyrazine-4,9-dione (1.88 g, 10 mmol), 
2-chloroaniline (6.38 g, 50 mmol) and 4<JV;iV-dimemylamiiio)pyridine (1.22 g, 
10 mmol) was stirred at 120 °C for 30 min. After cooling to room temperature, 
EtOH (20 mL), followed by water (100 mL) and isohexane (1 00 mL) was 
added. The mixture was shaken for 10 min. The solid was filtered off, washed 
with 50% aqueous EtOH (20 mL), water (50 mL) and isohexane (50 mL), and 
dried in vacuum, to give the title compound. Yield 2.45 g (55%). 

Step 2. 

l-01eoyl-li/-pyrazole-3-carboxylic acid (2-chlorophenyl)amide. 



A mixture of l/f-pyrazole-3-carboxylic acid (2-chlorophenyl)amide (55 mg, 
0.25 mmol), oleoyl chloride (146 mg, 0.30 mmol) and 4-(iv;jV-dimethylamino)- 
pyridine (36 mg, 0.30 mmol) in CH 2 C1 2 (5 mL) was stirred at 40°C for 2 days. 
The mixture was diluted with CH 2 C1 2 (10 mL), washed with water (2x10 mL) 
and concentrated. Chromatographic purification gave the title compound 





(83 rag, 68%). MS (M++H) mJz 486. 5 H NMR (CDC1 3 , 400 MHz) 8 9.41 
(s, 1H), 8.56 (dd, J= 8 Hz, 1 Hz, 1H), 8.30 (d f -J r » 3 Hz, 1H), 7.42 (dd, J= 8 
Hz, 1 Hz, 1H), 7.33 (td, J= 8 Hz, 1 Hz, 1H), 7.08 (td, ./= 8 Hz, 1 Hz, 1H), 7.03 
(d, J= 3 Hz, 1H), 5.36 (ddd,y= 1 1 Hz, 6 Hz, 3 Hz, 1H), 5.32 ddd, J= 11 Hz, 
6 Hz, 3 Hz, 1H), 3.17 (t,/= 8 Hz, 2H), 1.96-2.08 (m, 4H), 1.78-1.88 (m, 2H), 
1.18-1.50 (m, 20H), 0.86 (t, J= 7 Hz, 3H). 13 C NMR (CDC1 3 , 100.5 MHz) 8 
172.03, 158.7, 150.2, 134.4, 130.3, 130.2, 129.8, 129.2, 128.0, 124.9, 123.0, 
121.3, 109.5, 33.92, 32.0, 29.85, 29.77, 29.6, 29.4 (2C), 29.31, 29.25, 29.18, 
27.3,27.2,24.6,22.8,14.2. 

Example 31. 3-r2-CMoro phenvlcaibamovlVliy-pvrazole-l-cari?oxvUc acid 
f lfl.2£5/?V(- Vmenthol ester ffl31 V 



A mixture of l/f-pyrazole-3-carboxylic add (2-chlorophenyl)amide (56 mg, 
0.25 mmol), (-)-menthyl chloroformate (82 mg, 0.38 mmol), and 4-(N f N-^- 
methylamino)pyridine (45 mg, 375 pjnol) in dichloromethane (5 mL) was 
stirred at 40 °C for 16 h. The mixture was concentrated, dissolved in EtOAc, 
washed with water, and dried with MgS0 4 . Chromatographic purification 
afforded the title product (69 mg, 69%). MS (M*+H) m/z = 404. 'H NMR 
(CDC1 3 , 400 MHz) 8 9.42 (s, 1H), 8.49 (dd,/= 9, 2 Hz, 1H), 8.18 (d, J= 3 Hz, 
1H), 7.41 (dd, J - 9, 2 Hz, 1H), 7.31 (dt, J = 9, 2 Hz, 1H), 7.07 (dt, J - 9, 2 Hz, 
1H), 7.01 (d, J = 3 Hz, 1H), 4.92 (dt, J - 12, 4 Hz, 1H), 2.25 (m, 1H), 2.01 
(dsept,y = 8, 3 Hz, 1H), 1.80-1.70 (m, 2H), 1.70-1.50 (m, 2H), 1.29-1.08 (m, 
2H), 0.95 (dd, J = 7, 2 Hz, 7H), 0.84 (d, J = 7 Hz, 3H). 13 C NMR (100.5 MHz) 




8 158.7, 150.5, 148.3, 134.3, 132.6, 129.2, 127.7, 124.8, 123.4, 121.5, 109.1, 
80.5, 47.0, 40.4, 33.9, 31.4, 26.7, 23.8, 21.9, 20.5, 16.7. 



py nm p 1ft %1. ^-f2-Chloro r^^v1caAamoYl)-1 Ef-pvrazo1e,-1-carboxylic acid 
5 Lchloroben^l ester fE32>. 



The title compound was prepared as described in Example 3 1 from 
l#-pyrazole-3-carboxylic acid (2-chlorophenyl)amide and 2-chlorobenzyl 
chloroformate. MS (M++H) mtz 390. ! H NMR (CDCU, 400 MHz) 8 9.44 
10 (s, 1H), 8.49 (dd, J = 8 Hz, 1 Hz, 1H), 8.21 (d, J= 3 Hz, 1H), 7.59 (dd, J= 

7 Hz, 1H), 7.39-7.47 (m, 2H), 7.28-7.38 (m, 3H), 7.07 (td, J = 8 Hz, 1 Hz, 1H), 
7.02 (d, J= 3 Hz, 1H), 5.62 (s, 2H). ,3 C NMR (100.5 MHz) 8 151.0, 148.5, 
134.3, 134.0, 133.1, 131.9, 130.5, 130.4, 130.0, 129.3, 127.8, 127.2, 125.0, 
123.5, 121.6, 109.5. 



Fxamole 33. 3-r2-CMorophRnv1 C arbamovi yi Ef-pvrazole-l-carboxylic acjd 
4-chloroob envl ester fE33V 





The title compound was prepared as described in Example 3 1 from 
20 lH-pyrazole-3-carboxylic acid (2-chlorophenyl)amide and 4-chlorophenyl 
chloroformate. MS (M*+H) m/z 376. 
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T?y gm r l* 34. lF-Pvr«^e-1.3-di^ rhnw1ic acid 34f?^h1orophenvi)amide1 
1 -dimethvlamide (E34V 




The title compound was prepared as described in Example 30, Step 2, from 
lH-pyrazole-3-carboxylic acid (2-chlorophenyl)amide and MJV-dimemyl- 
carbamoyl chloride. MS (M*+H) m/z 293. 

Kxam ple 35. 1 W-Pvrazole-1.3-di^rhoxvlic ac id M(3-ch lorophenyl)amide1 
^-f(2-chlorophenvnamid e1 (E3S\ 




A mixture of ltf-pyrazole-3-carboxylic acid (2-chlorophenyl)amide (55 mg, 
0.25 mmol), 3-chlorophenylisocyanate (46 mg, 0.30 mmol) and toluene (5 mL) 
was stirred at 100 °C for 18 h. The solution was concentrated and isohexane 
(10 mL) was added The title compound was filtered off and washed with 

15 isohexane (10 mL). Yield 65 mg (69%). MS (M++H) m/z 375. l H NMR (C£> 6i 
400 MHz) 8 9.05 (s, 1H), 8.91 (d, J= 8 Hz, 1H), 8.31 (s, 1H), 7.72 (d, /= 3 Hz, 
1H), 7.61 (s, 1H), 7.07 (d, J= 8 Hz, 1H), 6.94 (t, J= 8 Hz, 1H), 6.85 (d, /= 
8 Hz, 1H), 6.72 (t, J= 8 Hz, 1H), 6.69 (d, /= 3 Hz, 1H), 6.58 (t, J- 8 Hz, 1H). 
13 CNMR (100.5 MHz)8 158.1, 149.1, 145.3, 137.5, 135.0, 134.7, 130.6, 130.1, 

20 129.0, 128.4, 124.9, 124.7, 122.5, 121.3, 119.6, 117.5, 109.4. 



mm • 
• m « 



rrv M^ I H=EySS&tetl -3-dicari— aUs aad 34(2^h1oTonhenvl)amide1 
1-K3-fluoroph^vflami de1 (E36). 




The title compound was prepared as described in Example 35 ftom 
l//-pyrazole-3-carboxylic acid (2-cMorophenyl)amide and 3-fluoro- 
phenylisocyanate. MS (M*+H) m/z 359. 

F.y fl T»n1e 37. .3-dica^ »wtir. acid 3-r(2-chlomphenyl)amide1 

1 -\( 3-trifluormnethvmhe« Yl>amide1 (E3T>. 



The title compound was prepared as described in Example 35 ftom 
l/f-pyrazole-3-carboxylic acid (2-chlorophenyl)amide and 3-trifluoromethyl- 
phenylisocyanate. MS (M + +H) m/z 409. 
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Exam ple 38. l/f-Pvrazole-1.3-dicaiboxvlic a dd 3-r(2-cMorophenvnamide1 




5 The title compound was prepared as described in Example 35 from 

li/-pyrazole-3-carboxylic acid (2-chlorophenyl)amide and 4-nitrophenyl- 
isocyanate. MS (M + +H) m/z 386. 

Rxam ple 39. l-(Octane-l-sulfonvn-l/f-Pvrazo 1e-3-carboxvlic acid 
10 f2-chlorophenvnamide (E39\ 




The title compound was prepared as described in Example 30, Step 2, from 
lif-pyrazole-3-carboxylic acid (2-cbJorophenyl)amide and 1-octanesulfonyl 
chloride. MS (M + +H) m/z 398. 

15 

Example 40. l-(3-ChlorobenzenesulfonvlV 1g-pvrazole-3-carboxvlic acid 
f2-chlorophenvDamide (E40'). 



The title compound was prepared as described in Example 30, Step 2, from 
20 l#-pyrazole-3-carboxylic acid (2-cblorophenyl)amide and 3-chlorobenzene- 



sulfonyl chloride. MS (M++H) m/z 396. «HNMR(CDCl3. 400 MHz) 8 9.25 
(s, IH), 8.45 (dd, J = 8 Hz, 1 Hz, IH), 8.17 (d, J= 3 Hz, IH), 8.09 (t, J= 2 Hz, 
1H), 7.97 (dt, 8 Hz, 1 Hz, IH), 7.68 (ddd, J= 8 Hz, 2 Hz, 1 Hz, IH), 7.54 
(t, J- 8 Hz, IH), 7.41 (dd, /= 8 Hz, 1 Hz, IH), 7.29 (td, / <= 8 Hz, 1 Hz, IH), 
5 7.07 (td, J = 8 Hz, 1 Hz, IH), 7.00 (d, J- 3 Hz, IH). l3 C NMR (100.5 MHz) 
5 152.0, 137.8, 136.0, 135.5, 134.1, 133.1, 131.0, 129.3, 128.7, 127.9, 126.6, 
125.1,123.3,121.4,121.3,109.2. 

Exam elg. " 1 -r4-/^-Butvlb ^^^Hlfo"vlV1 Ff-p^role-3-carboxylic acid 
10 (2-chloropV "Y 1 ) aT " ide fE4*^ 




The title compound was prepared as described in Example 30, Step 2, from 
lif-pyrazole-3-carboxylic acid (2-chlorophenyl)amide and 4-^butylbenzene- 
sulfonyl chloride. MS (M++H) m/z 418. ! H NMR (CDC1 6 , 400 MHz) 8 9.27 
15 (s, IH), 8.45 (dd, J = 8 Hz, 1 Hz, IH), 8.16 (d, J= 3 Hz, IH), 7.98-8.02 

(m, 2H), 7.56-7.61 (m, 2H), 7.40 (dd, /= 8 Hz, 1 Hz, IH), 7.29 (td, / = 8 Hz, 
1 Hz, IH), 7.07 (td, / = 8 Hz, 1 Hz, IH), 6.96 (d, J= 3 Hz, IH), 1 .33 (s, 9H). 
l3 C NMR(100.5 MHz) 8 159.6, 158.3, 151.3, 134.3, 133.1, 132.9, 129.3, 128.6 
(2C), 127.9, 126.8 (2C), 125.0, 123.2, 121.4, 108.8, 35.6, 31.0 (3C). 



20 




pwn pte 42. HH^^oigpheny^^ 

rarhrocviic a ™* methvl ester (E42). 



The title compound was prepared as described in Example 30, Step 2, from 
5 ljy-pyrazole-3-carboxylic acid (2-cworophenyl)amide and 5-carbomethoxy-2. 
pyrrolesulfonyl chloride. MS (M*+H) m/z 418. 

Fv a ™ P le 43. l-Tt.rfrlnmhenzov iyi ff.nwazole-3-carboxylic acid 
(7-r ! Mnm phenvl > hr ^tiYl a mide (E43V 

10 

Stepl. 

lif-Pyrazole-3-carboxylic acid (2-chlorophenyl)methylamide. 



15 The title compound was prepared as described in Example 30, Step 1, from 
dipyrazolo[l,5-a;l',5'- < ?lpyra2ine-4,9-dione and 2^Moro-tf-memylanfflne. 

MS (M"+H) m/z 236. 
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Step 2. 

l-(3-CWorobenzoyl>l^-pyrazole-3-caiboxylic acid (2-chlorophenyl)- 
methylamide. 




5 The title compound was prepared as described in Example 30, Step 2, from 
lff-pyrazole-3-carboxylic acid (2-chlorophenyl)methylamide and 3-chloro- 
benzoyl chloride. MS Of+H) m/z 374. 

T? yg m ple44. m-Pvrazole-1-3-dicarboxv l^. ac id l-rf3-ch1omnhenvl)amide1 
10 3-[(2-cblorop1ienvlVmeth v1aTnide1 (E44Y 




The title compound was prepared as described in Example 35 from 
l/J-pyrazole-3-carboxylic acid (2-chlorophenyl)methylamide and 3-chloro- 
15 phenylisocyanate. MS (M^+H) m/z 389. 



Exam ple 45. 3-rf2-CMorophenvnme^ 
acid 2-chlorobenzvl ester (E45). 




The title compound was prepared as described in Example 31 from 
l/f-pyrazole-3-carboxylic acid (2-chlorophenyl)methylamide and 2-chloro- 
benzyl chloroformate. MS (M^H) m/z 404. 

Example 46. l-f3-ChlorobenzenesulfonvlVlH-Dvrazole-3-ca rboxvlic acid 
(2-chlorophenvflmethvlamide (E46). 




The title compound was prepared as described in Example 30 from 
l/f-pyrazole-3-carboxylic acid (2-chlorophenyl)methylamide and 3-chloro- 
benzenesulfonyl chloride. MS (&T+H) m/z 410. 



Example 47. l-Phenvlthiocarbamovl-l/f-pyrazole-3-carboxvlic acid 
(2-chlorophenvflamide CE4T). 



A mixture of l#-pyrazole-3-carboxylic acid (2-chlorophenyl)amide (10 mg, 
44.5 umol), phenylisothiocyanate (30 mg, 0.22 mmol) and anhydrous K 2 C0 3 
(69 mg, 0.5 mmol) in dry acetone (2 mL) was stirred for 5 h at room 
temperature, filtered and concentrated. Chromatographic purification gave the 
title compound (12 mg, 76%) as a white solid MS (M*"+H) m/z 357. X H NMR 
(400 MHz) 5 10.52 (s, 1H), 9.22 (s, 1H), 8.84 (d, J= 3 Hz, 1H), 8.55 (dd, J= 9, 
2 Hz, 1H), 7.80 (m [app d, /== 8 Hz], 2H), 7.50 (m [app t, J = 8 Hz], 2H), 7.43 
(dd, J= 9, 2 Hz, 1H), 7.35 (m [app dq, J= 7, 1 Hz], 2H), 7.1 1 (dt, J= 8,1 Hz, 
1H), 7.06 (d, J= 3 Hz, 1H). 13 C NMR (100.5 MHz) 8 172.0, 158.3, 148.7, 
136.7, 134.1, 133.2, 129.23, 129.16, 128.0, 127.4, 125.0, 123.6, 122.9, 121.4, 
110.0. 

Example 48; Prepa ration of pharmaceutical compositions 



Ingredients 


mg/tablet 


1. 


Active compound 


10.0 


2. 


Cellulose, microcrystalline 


57.0 


3. 


Calcium hydrogen phosphate 


15.0 


4. 


Sodium starch glycolate 


5.0 


5. 


Silicon dioxide, colloidal 


0.25 


6. 


Magnesium stearate 


0.75 



The active ingredient 1 is mixed with ingredients 2, 3, 4 and 5 for about 10 
minutes. The magnesium stearate is then added, and the resultant mixture is 
mixed for about 5 minutes and compressed into tablet form with or without 
film-coating. 



Example 49: Enzyme assay and results. 



The assay described herein takes advantage of the ability of lipid hydro- 
peroxides to oxidize the non-fluorescent diphenyl-l-pyrenylphosphine (DPPP) 
to its corresponding fluorescent phosphine oxide. Fluorescence is measured 
using a dual-scanning microplate spectrofluorometer, Spectramax Gemini, from 
Molecular Devices. DPPP was purchased from Molecular Probes. Linoleic acid 
was from Biomol and PBS (phosphate buffered saline) from Gibco Life 
Technologies. The assay is performed in 96-well plates at room temperature 
(20-22 °C). The following is chronologically added to each well: 

a) 35 jxl of Dulbecco's phosphate buffered saline (PBS). 

b) Inhibitor or vehicle (0,5 ul DMSO) 

c) 10 ul of a 5 times concentrated 15-lipoxygenase solution in PBS. The plates 
are incubated for 5 minutes at room temperature. 

d) 5 ul of 2 mM linoleic acid in PBS. The plate is then incubated for 20 minutes 
at room temperature. 

e) The enzymatic reaction is tenninated by the addition of 50 ul methanol. 

f) 50 ul of 200 uM DPPP in methanol is added to each well. After 30 minutes 
at room temperature, the fluorescence can be read using an excitation 
wavelength of 358 nm and an emission wavelength of 379 nm. 

The inhibition of 15-lipoxygenase obtained using the method described above is 
examplified by the compounds listed in the following table: 

Example 1: 45% 

Example 8: 50% 

Example 14: 39% 

Example 23: 44% 

Example 26: 45% 



Claims 



1 . A compound of formula (I): 




a) 

wherein: 

R 1 is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, Cj^-alkyl, 
C 3 . 8 -cycloalkyl, C 2 ^-alkenyl, Qj^-alkynyl, aryl, C M -heterocycloalkyl, 
heteroaryl, CN, R 4 C(Z), (R^O^NCCZ), R 4 OC(Z), R 4 SC(Z), O^XR^N, 
R 4 C(Z)N(R 7 ), (R^NC(Z)N(R 7 ), (R^NCCZONCR^^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCO^R^^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(O) 0 N(R 7 ), (R^NSCO)^ 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R^NSCO^CR^SCO^NCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)O s 
(R'XR^N^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R 5 )(R 6 )NS(0) n O, 
R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R^CR^NSCO),,, and R 4 OS(O) 0 ; and wherein the 
Ci-e-alkyl, Cs.g-cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci. 6 -alkyl, C 3 . 8 -cycloalkyl, 
C 2 -«-alkenyl, C^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^R^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R^CR^NCC^NCR^CX^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 



R 4 SC(Z)N(R 7 ), azido, N0 2> R^OyffR 7 ), (R^NSCO)^ 7 ), 
(R^NCC^NCR^SCOy^CR 8 ), R'OQZONCR^SCO^CR 8 ), 
(R^CR^NSCOnNCR^SCO)^^ 8 ), R 4 OS(0)JST(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R«)NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NS^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R s )(R 6 )NS(0)„, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C 3 ^-cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, C 3 -8-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C^-cycloalkyl, CWalkenyl, 
Q.g-alkynyl, aryl, C M -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NQZ), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 
(R^NC(Z)N(R 7 ), (R^NCC^N^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R^O^CR 7 ), (R^NS^ 7 ), 
(R 5 XR 6 )NC(Z)N(R 7 )S(0) II N(R 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R^NSCO^CR^SCO^R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R*)NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NSCO)^, 
R 4 OS(0) n O, R 4 S, R 4 S(0) m (R^^NSCOV R 4 OS(0) m and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 

Z is a substituent connected by a double bond, and is selected from 0=, S=, 
R 4 *-, (R'XR^NN-, R 4 ON=, (R^NS^N- NCN=, 0 2 NCH=, and 
(R 5 )^ 6 ^- 
n is 1 or 2; 

R 2 is selected from hydrogen and C^-alkyl, optionally and independently 
substituted by one or more halogens; or where R 1 and R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
heteroatoms, or 1-3 double bonds, and which optionally is substituted by a 
group selected from halogen, C w -alkyl, C 3 ^-cycloalkyl, CWalkenyl, 
C 2 . 6 -alkynyl, aryl, C3. 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 



(R^NC^NCR 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R s )(R^NS(0)^(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R«)NS(0) n N(R 7 ), 
(R^CR^NCC^NCR^SCOnNCR 8 ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 
5 (R^NSCO^CR^SCOnNCR 8 ), R^O^CR 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NSCO)^, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R^CR^NSCO),,, and R^SCO),, and Z, provided 
that Z is not directly attached to an aryl or heteroaryl ring; and wherein the 
C^-alkyl, C 3 -8-cycloalkyl, CWalkenyl, CWalkynyl, aryl, C 3 _8-heterocyclo- 
10 alkyl, and heteroaryl residues are optionally and independently substituted by 
one or more groups selected from halogen, C^alkyl, C 3 ^-cycloalkyl, 
CWalkenyl, C 2 ^-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NQZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R^NC^N^ 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
15 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCOX.NCR^^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R 6 )NS(0) n N(R 7 ), 
(R'XR^N^NCR^SCOnNCR 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R 5 )(R 6 )NS(0)„N(R 7 )S(0) n N(R 8 ), R^O^R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCCZK), R 4 OC(Z)0, 0 2 NO, R 4 S(0)„0, (R^NSCO^O, 
20 R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R'X&KSipX, R'OSCO),, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C 3 ^-cycloalkyl, C M -alkenyl, C 2 . 6 -alkynyl, aryl, C 3 . 8 -heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C 3 . 8 -cycloalkyl, C 2 . 6 -alkenyl, 
25 C^-alkynyl, aryl, C^g-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R^CR^N^N^^N^ 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R'XR'ONSCO^NCR^^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NO,, R 4 S(0)„N(R 7 ), (R^NS^^R 7 ), 
30 (R 5 )(R 6 )NC(Z)N(R 7 )S(0)„N(R 8 ), R^N^OM 



(R^CR^NSCO^CR^SCO^CR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCCZJO, R 4 OC(Z)0, OaNO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0) to (R 5 )(R 6 )NS(0)„, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, OS, and S0 2 ; 

R 3 is C|. 6 -alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, C^alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, C^alkyl, C 3 _g-cycloalkyl, 
C 2 .6-alkenyl, C^-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^O^NQZ), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCC^NCR 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 XR 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R^NS(0)*N(R 7 ), 
(R'XR^NCC^NCR^SCO^NCR 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R^NSCOnNCR^SCO^CR 8 ), R^SCO^CR 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0)„0, R 4 S, R 4 S(0)„, (R^O^NSCO),,, R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the Ci. 6 -alkyl, 
Qwrcycloalkyl, C 2 . 6 -alkenyl, C^-alkynyl, aryl, C 3 _ 8 -heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alky!, C 3 . 8 -cycloalkyl, C 2 . 6 -alkenyl, 
C 2 .6-alkynyl, aryl, C M -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R'XR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R^CR^NCCZONCR 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^CR^NSCO^N^^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R 6 )NS(0) n N(R 7 ), 
(R 5 )(R^NC(Z)N(R 7 )S(0) n N(R 8 ), R^CC^NCR^SCO^CR 8 ), 
(R 5 )(R 6 )NS(0) n N(R 7 )S(0) n N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^R^NCCZp, R 4 OC(Z)0, 0 2 NO, R 4 S(O) 0 O, (R 5 )(R 6 )NS(0) n O, 



R 4 OS(0)„0, R 4 S, R 4 S(0)„, (R^NSCO),,, R 4 OS(0) m and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
Cs-g-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C 3 ^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C w -alkyl, CWcycloalkyl, Cj^-alkenyl, 
Q-e-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R S )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^CR^NSCOnN^^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^O^ 1 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) 0 N(R 8 ), R^C^N^SCO^CR 8 ), 
(R^NSCO^OW), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R^NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NSCO^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0) ns (R^NSCOn, R^O),, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
C^-alkyl, CWcycloalkyl, C 2 ^-alkenyl, C 2 ^-alkynyl, aryl, and C 3 . 8 -hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C^-alkyl, C M -cycloalkyl, C^-alkenyl, CWalkynyl, 
aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R U )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R I0 )(R n )N, R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 ), 
(R l0 )(R l ^NCCZ^NCR'^^NCR 13 ), R 9 OC(Z)N(R ,2 )C(Z)N(R' 3 ), 
(R^CR'^NSCO^CR'^NCR 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0) n N(R 12 ), (R^CR'^NSCOnNCR 12 ), 

(R^(R 11 )NC(Z)N(R I2 )S(0) B N(R ,3 ),R 9 OC(Z)N(R ,2 )S(0) I ^(R ,3 ), 
(R ,0 )(R n )NS(O) n N(R 12 )S(O) n N(R 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R^CR^NSCO^O, 
R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R ,0 )(R' ^NSCO),,, R 9 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C 3 . 8 -cycloalkyl, CWalkenyl, C 2 -6-alkynyl, aryl, CWheterocycloalkyl, and 
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heteroaryl residues are optionally and independently substituted by one or mon 
groups selected from halogen, C^-alkyl, C 3 ^-cycloaIkyl, C^-alkenyl, 
C 2 -6-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R ,0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), 
(R^CR'^NCCZJNCR'^CR^CR'^N^NCR'^^NCR 13 ), 
R 9 OC(Z)N(R !2 )C(Z)N(R 13 ), (R ,0 )(R' l )m(0)«K(R n )C(Z)KQl 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0) n N(R' 2 ), 
(R'^CR'^NSCO^CR'^CR^XR'^NCC^NCR'^SCOnNCR 13 ), 
R 9 OC(Z)N(R ,2 )S(O) n N(R ,3 ),(R ,0 )(R»)NS(O) I1 N(R ,2 )S(O) n N(R 13 ), 
R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, (R ,0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R ,0 )(R n )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R l0 )(R I1 )NS(O) n , 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, Cj. 6 -alkyl, C 3 . 8 -cycloalkyl, C 2 . 6 -alkenyl, C^-alkynyl, aryl, 
C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R^CR'^NCXZ), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R^CR^NC^NCR 12 ), 
(R'°)(R U )NC(Z)N(R 12 )C(Z)N(R 13 ), R 9 OC(Z)N(R ,2 )C(Z)N(R 13 ), 
(R ,0 )(R ,, )NS(O) ^ N(R l2 )C(Z)N(R ,3 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R^O^R 12 ), (R'^CR'^NSCOXNCR 12 ), 
(R^CR'^N^N^^SCO^NCR'^R^^NCR'^SCOnNCR 13 ), 
(R^CR'^NSCO^NCR'^SCO^NCR 13 ), R 9 OS(0) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R ,0 )(R n )NS(O) n O, 
R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R ,0 XR n )NS(O) n , R^SCO),,, andZ, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the C^-alkyl, 
C M -cycloalkyl, Q^-alkenyl, C^-alkynyl, aryl, C^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C^-cycloalkyl, C M -alkenyl, 



C 2 -6-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R I0 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, R 9 C(Z)N(R 12 ), 
(R 10 )(R U )NC(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R ,2 )C(Z)N(R 13 ), 

r'occ^ncr'^cc^ncr'^^^cr'^nsco^cr'^cx^ncr 13 ), 

R 9 OC(Z)N(R' 2 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0) n N(R 12 ), 
(R^CR'^NS^nNCR'^CR^CR'^NCC^N^^SCO^NCR 13 ), 
R 9 OC(Z)N(R 12 )S(O) a N(R 13 ),(R 10 )(R n )NS(O) n N(R 12 )S(O) I ^I(R 13 ), 
R 9 OS(0)tf*(R ,a ), R 9 0, R 9 C(Z)0, (R ,0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R 10 )(R n )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0) m (R 10 )(R u )NS(O)„, 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; wherein the C,. 6 -alkyl, C 3 . 8 -cycloalkyl, C 2 . 6 -alkenyl, C M - 
alkynyl, aryl, C 3 ^-heterocycloalkyl, and heteroaryl residues are optionally and 
independently substituted by one or more groups selected from halogen, 
CWalkyl, C 3 -g-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, 
C^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R l0 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 XR U )N, R 9 C(Z)N(R 12 ), (R ,0 )(R n )NC(Z)N(R 12 ), 
(R 10 )(R lt )NC(Z)N(R ,2 )C(Z)N(R ,3 ),R 9 OC(Z)N(R ,2 )C(Z)N(R ,3 ), 
(R^CR'^NSCO^CR'^^NOR. 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0) n N(R 12 ), (R^CR^NSCOWR 12 ), 
(R i0 )(R l l )NC(Z)N(R n )S(p)^(^} 3 ) t R 9 OC(Z)N(R u )S(p)r&(R"), 
(R^CR'^NSCO^NC^^SCOnNCR 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0)„0, (R ,0 )(R n )NS(O) n O, 
R 9 OS(0) n O, R 9 S, R 9 S(0)„, (R'^CR'^NSCO),,, R 9 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
R%R'",R",R"andR 1J are each independently selected from hydrogen, 
C,. 6 -aIkyl, C 3 _8-cycloalkyl, C 2 _ 6 -alkenyl, C^-alkynyl, aryl, and C 3 -8-hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C^-alkyl, NH 2 , C^-alkylNH, (Ci.«-alkylXC I . 6 -alkyl)N, 
HO, Ci-e-alkylO, 0 2 NO, and C^-alkylS, wherein the Ci. 6 -alkyl residues are 
optionally and independently substituted by one or more halogens; 



or where any pair of R 9 , R 10 , R u , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoras, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, NH 2 , C^-alkylNH, (C^-alkyI)(C,^-alkyl)N, HO, 
C^-alkylO, 0 2 NO, and Ce-alkylS, wherein the CWalkyl residues are 
optionally and independently substituted by one or more halogens; 
with the proviso that: 

when R 2 is H, Y is CO, X is a bond, and R 3 is phenyl, R 1 is not phenyl, 

2-methoxyphenyl, 2-thiazolyl, or 6-methyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 4-fluorophenyl, R 1 is not 

2- carbomethoxyphenyl, 3-carbomethoxyphenyl, or 2,4-dimethylphenyl; 
when R 2 is H, Y is CO, X is a bond, and R 3 is 2-chlorophenyl, R l is not 
phenyl, 3-bromophenyl, or 4-bromophenyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 3-chlorophenyl, R 1 is not 
phenyl, 2-fluorophenyl, 2-chlorophenyl, 2,3-dichlorophenyi, or 
2,5-dichlorophenyl; 

when R 2 is H, Y is CO, X is a bond, and R 3 is 4-chlorophenyl, R 1 is not 

3- bromophenyl, or 4-methoxyphenyl; 

when R 2 is H, Y is CO, X is a bond, and R 3 is 3-iodophenyl, R 1 is not 

2- methoxyphenyl, or 2,4-dimethylphenyl; 

when R 2 is H, Y is CO, X is a bond, and R 3 is 2,4-dichlorophenyl, R 1 is not 

4- chlorophenyl, or 2,3-dichlorophenyl; 

when R 2 is H, Y is CO, X is a bond, and R 3 is 3,5-dinitrophenyl, R 1 is not 

2.3- dichlorophenyl; 

when R 2 is H, Y is CO, X is a bond, and R 3 is 2,4-dimethyl-6-oxo-67f-pyran 

3- yl, R 1 is not 3-carbomethoxyphenyl; 

when R 2 is H, Y is CO, X is a bond, and R 3 is methyl, R 1 is not 

3.4- dichlorophenyl, 2-methoxyphenyl, 2-thiazolyl, 4-methyl-2-pyridinyl, or 
6-methyl-2-pyridinyl; 



when R 2 is H, Y is C=0, X is a bond, and R 3 is ethyl, R 1 is not phenyl, 

2.3- dichlorophenyl, 4-methoxyphenyl, 2-carbomethoxyphenyl, 2-thiazolyl, or 
4-methyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is phenyl, R 1 is not 4-methoxyphenyl, 

2.4- dimethylphenyl, or 2-thiazolyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is 3-chlorophenyl, R l is not 
4-methylphenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 4-chlorophenyl, R l is not 

3- bromophenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 3,4-dichlorophenyl, R 1 is not 

4- methyl-2-pyridinyl, or 6-methyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is 2'-sulfamoylbiphenyl-4-yl, R 1 is 
not 5-bromo-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is 1 -propyl, R 1 is not phenyl; 
when R 2 is H, Y is C=0, X is NH, and R 3 is 1-butyl, R 1 is not 4-hromophenyl, 
or 2,4-dimethylphenyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is oyclohexyl, R 1 is not 
4-methoxyphenyl; 

when R 2 is H, Y is OO, X is O, and R 3 is phenyl, R 1 is not phenyl, or 
6-methyl-2-pyridinyl; 

when R 2 is H, Y is OO, X is O, and R 3 is methyl, R* is not phenyl, 
2-fluorophenyl, 2,4-dimethylphenyl, 4-acetylphenyl, or 2-thiazolyl; 
when R 2 is H, Y is OO, X is O, and R 3 is ethyl, R 1 is not phenyl, 
2-fluorophenyl, or 4-acetylphenyl; 

when R 2 is H, Y is OO, X is O, and R 3 is 1-butyl, R 1 is not 2-fluorophenyl, 
2-methoxyphenyl, 4-methyl-2-pyridinyl, or 6-methyl-2-pyridinyl; 
when R 2 is H, Y is OO, X is O, and R 3 is 2-butyl, R 1 is not 2-thiazolyl; 
when R 2 is H, Y is OO, X is O, and R 3 is 2-methyl-l-propyl, R 1 is not phenyl 
or 3-nitrophenyl; 
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as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof, 

2. A compound according to claim 1, wherein R 1 is an aryl ring or heteroaryl 
ring, optionally and independently substituted in one or more positions by a 
5 group selected from halogen, C^-alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, 
C 2 -6-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z)> 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(0)JSr(R 7 ), 
(R^CR^NSCOnNCR 7 ), R 4 0, R 4 C(Z)0, (R 5 )(R^NC(Z)0, R 4 S, R 4 S(0)n, 

10 and(R 5 )(R 6 )NS(OV, and wherein the C^-alkyl, C 3 . 8 -cycloalkyl, C 2 ^-alkenyl, 
C 2 _ 6 -alkynyl, aryl, C 3 . 8 -heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
C,^-alkyl, C 2 _ 6 -alkenyl, C^-alkynyl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 

15 R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R^CR^NSCO^R 7 ), R 4 0, R 4 C(Z)0, Q 2 NO, 
(R 5 )(R^NC(Z)0, R 4 S, R 4 S(0) n , (R s )(R 6 )NS(0) n , and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyi, 
C^-alkenyl, and C 2 -6-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci_ 6 -alkyl, 

20 C 2 . 6 -alkenyI, C^-alkynyl, (R^CR^N, R 4 0, and 0 2 NO; 

Z is a substituent connected by a double bond, and is selected from 0= and 

R 4 ^; 

n is 1 or 2; 

R 2 is selected from hydrogen and Ci^-alkyl, optionally and independently 
25 substituted by one or more halogens; 
X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, C=S, and S0 2 ; 

R 3 is C N6 -alkyl, C 3 _s-cycloalkyl, C^alkenyl, C 2 . 6 -alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
30 more positions by a group selected from halogen, C t . 6 -alkyl, C 3 ^-cycloalkyl, 



C^-alkenyl, C 2 -6-alkynyl, aiyl, C^heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R*JNC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^ 6 )**, R 4 C(Z)N(R 7 ), 
(R'XR^NCC^NCR 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0)„N(R 7 ), 
(R^(R^NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, (R 5 )(R 6 )NC(Z)0, R 4 S, K^OU 
(R 5 )(R 6 )NS(0) m and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; and wherein the C^-alkyl, C 3 .g-cycloaIkyl, C 2 _6-alkenyl, 
C 2 .$-alkynyl, aryl, Cwheterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more, groups selected from halogen, 
C,^-alkyl, CWalkenyl, C^-alkynyl, CN, R 4 C(Z), (R^CR^NCCZ), R 4 OC(Z), 
R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R'SCCOnNCR 7 ), (R s )(R^NS(C-) n N(R 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 
(R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0) w (R^CR^NSCO),,, and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C^-alkenyl, and C 2 ^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C w -alkyl, 
CWalkenyl, C^-alkynyl, (R^CR^N, R 4 0, and 0 2 NO; 
R 4 ,R 5 ,R 6 ,R 7 ,andR 8 are each independently selected from hydrogen, 
Ci-6-alkyl, C 3 -8-cycIoalkyl, CWalkenyl, C M -alkynyl, aryl, C^-hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 XR n )NC(Z), R 9 OC(Z), R 9 SC(Z), 
(R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R 10 )(R U )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (R ,0 )(R ll )NS(O) n N(R ,2 ) > R 9 0, R 9 C(Z)0, 
(R ,0 )(R u )NC(Z)O, R 9 S, R 9 S(0)n, andCR^CR^NSCO),,; and wherein the 
Ci-6-alkyl, C 34r cycloalkyl, C 2 . 6 -alkenyl, C^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C^-alkyl, CWalkenyl, 
C^-alkynyl, CN, R 9 C(Z), (R 10 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R n )N, 
R 9 C(Z)N(R 12 ), (R ,0 )(R M )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0)„N(R 12 ), (R^CR'^NSCO^NCR 12 ), R 9 0, R 9 C(Z)0, OzNO, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0) n> 0R ,0 XR n )NS(O) n , and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 



C 2 -6-alkenyl, and C 2 ^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
C 2 ^-alkenyl, C^-alkynyl, (R 10 )(R n )N, R 9 0, and 0 2 NO; 
or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, C^-cycloalkyl, C M -alkenyl, C^-alkynyl, aryl, 
C 3 ^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R")N, R 9 C(Z)N(R« 2 ), (R'^NCCZMR 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R'SCO^R 12 ), (R^CR'^NSCOnNCR 12 ), R 9 0 , R 9 C(Z)0, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0) n , and^CR^NSCO^; and wherein the 
Cfi-alkyl, Ca-g-cycloalkyl, C 2 . 6 -alkenyl, C^-alkynyl, aryl, C^g-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C,. 6 -alkyl, C^-alkenyl, 
C^-alkynyl, CN, R 9 C(Z), (R^CR^NCCZ), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R U )N, 
R 9 C(Z)N(R 12 ), (R'^R^NC^NCR' 2 ), R'O^NCR 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0) n N(R 12 ), (R^^^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0)„, (R'^CR'^NSCO),,, and Z, provided mat Z is 
not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C 2 ^-alkenyl, and Q^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
CWalkenyl, C^-alkynyl, (R 10 )(R M )N, R 9 0, and 0 2 NO; 
R 9 , R 10 , R", and R 12 are each independently selected from hydrogen, C,. 6 -alkyl, 
C 2 . 6 -alkenyl, and CWalkynyl, optionally and independently substituted by one 
or more groups selected from halogen, C,. 6 -alkyl, NH 2 , C^-alkylNH, 
(d^-alkylXC^-alkyON, HO, C,. 6 -alkylO, and OzNO, wherein the CWalkyl 
residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R 1 and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
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halogen, Chalky!, NH 2 , C^-alkylNH, (Ci^alkyl)(Ci^-aIkyl)N, HO, 
Ci^-alkylO, and 0 2 NO, wherein the Ci-6-alkyl residues are optionally and 
independently substituted by one or more halogens; 
with the proviso that: 
5 when R 2 is H, Y is C=0, X is a bond, and R 3 is phenyl, R l is not phenyl, 
2-methoxyphenyl, 2-thiazolyl, or 6-methyl-2-pyridinyl; 
when R 2 is H, Y is C=0, X is a bond, and R 3 is 4-fluorophenyl, R* is not 
2-carbomethoxyphenyl, 3-carbomethoxyphenyl, or 2,4-dimethylphenyl; 
when R 2 is H, Y is C=0, X is a bond, and R 3 is 2-chlorophenyl, R 1 is not 
10 phenyl, 3-bromophenyl, or 4-bromophenyl; 

when R 2 is H, Y is C=0 , X is a bond, and R 3 is 3-chlorophenyl, R 1 is not 
phenyl, 2-fluorophenyl, 2-chlorophenyl, 2,3-dichlorophenyl, or 
2,5-dichlorophenyl; 

when R 2 is H, Yis 0=0,X is a bond, and R 3 is 4-chlorophenyl, R 1 is not 
1 5 3-bromophenyl, or 4-methoxyphenyl; 

when R 2 is H, Y is 0=0, X is a bond, and R 3 is 3-iodophenyl, R 1 is not 

2- methoxyphenyl, or 2,4-dimethylphenyl; 

when R 2 is H, Y is C=0, X is a bond, and R 3 is 2,4-dichlorophenyl, R l is not 
4-chlorophenyl, or 2,3-dichlorophenyl; 
20 when R 2 is H, Y is C=0, X is a bond, and R 3 is 2,4-dimethyl-6-oxo-6/f-pyran- 

3- yl, R l is not 3-carbomethoxyphenyl; 

when R 2 is H, Y is OO, X is a bond, and R 3 is methyl, R l is not 
3,4-dichlorophenyl, 2-methoxyphenyl, 2-thiazolyl, 4-methyl-2-pyridinyl, or 
6-methyl-2-pyridinyl; 
2S when R 2 is H, Y is CO, X is a bond, and R 3 is ethyl, R 5 is not phenyl, 

2.3- dichlorophenyl, 4-methoxyphenyl, 2-carbomethoxyphenyl, 2-thiazolyl, or 

4- methyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is phenyl, R 1 is not 4-methoxyphenyl, 

2.4- dimethylphenyl, or 2-thiazolyl; 



when R 2 is H, Y is OO, X is NH, and R 3 is 3-chlorophenyl, R 1 is not 
4-methylphenyl; 

when R 2 is H, Y is OO, X is NH, and R 3 is 4-chlorophenyl, R 1 is not 

3- bromophenyl; 

5 when R 2 is H, Y is C=0, X is NH, and R 3 is 3,4-dichlorophenyl, R 1 is not 

4- memyl-2-pyridinyl, or 6-methyl-2-pyridinyl; 

when R 2 is H, Y is C=0, X is NH, and R 3 is 1-propyl, R 1 is not phenyl; 
when R 2 is H, Y is CO, X is NH, and R 3 is 1-butyl, R 1 is not 4-bromophenyi, 
or 2,4-dimethylphenyl; 
10 when R 2 is H, Y is C=0, X is NH, and R 3 is cyclohexyl, R l is not 
4-methoxyphenyl; 

when R 2 is H, Y is C=0, X is O, and R 3 is phenyl, R l is not phenyl, or 
6-methyl-2-pyridinyl; 

when R 2 is H, Y is OO, X is O, and R 3 is methyl, R 1 is not phenyl, 
15 2-fluorophenyl, 2,4-dimethylphenyl, 4-acetylphenyl, or 2-thiazolyl; 
when R 2 is H, Y is OO, X is O, and R 3 is ethyl, R 1 is not phenyl, 
2-fluorophenyl, or 4-acetylphenyl; 

when R 2 is H, Y is C=0, X is O, and R 3 is 1-butyl, R 1 is not 2-fluorophenyl, 
2-methoxyphenyl, 4-methyl-2-pyridinyl J or 6-methyl-2-pyridinyl; 
20 when R 2 is H, Y is C=0, X is O, and R 3 is 2-butyl, R 1 is not 2-thiazolyl; 

when R 2 is H, Y is C=0, X is O, and R 3 is 2-methyl- 1-propyl, R 1 is not phenyl; 



as 



well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 



25 3. A compound according to any of claims 1-2, wherein R 1 is benzene, pyrrole, 
furan, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, 
indole, indoltne, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, 
isoquinoline, 1 ,2,3,4-tetrahydroisoqumoline, quinolizine, benzofiiran, 
isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 

30 indazole, benzimidazole, quinazoline, quinoxaline, 1 ,3-benzodioxole, and 



benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, n-propyl, 
isopropyl, »-butyl, sec-butyl, isobutyl, ferf-butyl, n-pentyl, isopentyl, «-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclopropyhnemyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
cyano, carbomethoxy, carboethoxy, carboisopropoxy, amino, memylamino, 
ethylamino, /i-propylamino, isopropylamino, n-butylamino, te/t-butylamino, 
AT^-dmiemylamino, iST-memyl-^-emylaimno, MAT-memylamino, iV-methyl-JV- 
isopropylammo,i^emyl-JST-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 
3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4- 
piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, 
isopropyloxy, H-propyloxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydro- 
pyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, thiomefliyl, 
acetyl, propionyl, pivaloyl, carbamoyl, tf-methylcarbamoyl, JWdimefhyl- 
carbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 0= is not 
directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, tert-butyl, 1-pentyl, 1-hexyl, 
1-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, 1-nonadeca- 
4,7,10,13-tetraenyl, 3-methylbutyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 

3- chlorophenyl, 3,4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
3,4-dichlorophenyl, 3,5-dichlorophenyl, 3-cbloro-4-fluorophenyl, 4-chloro-3- 
fluorophenyl, 2-fluoro-5-iodophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, 4-tert-butyiphenyl, 4-pentylphenyl, 3,4-dimemylphenyl, 

5- fluoro-2-methylphenyl, 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 
4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 

) 3,4-methylenedioxyphenyl; or cyclopropyl, cyclopropyhnemyl, cyclopentyl, 



cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydro- 
isoquinoline, quinolizine, benzofiiran, isobenzofuran, chroman, 
benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1 ,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, »-propyl, isopropyl, n-butyl, sec-butyl, 
isobutyl, ferf-butyl, /i-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, 
difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cyclopropyhnethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 

3- butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, cafbomethoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, w-propyl- 
amino, isopropylamino, n-butylamino, tei^butylamino, N^-(Kmemylanuno, 
AT-memyl-JV-emylamino, Wi^diemylamino, iV^memyl-iWsopropylamino, 
JV-emyl-JV-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl,4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydroturyl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, tf-methylcarbamoyl, iW-dimemylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and O, provided mat 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; Y is C=0 or S0 2 , and X is a 
bond; provided that when R 2 is H, Y is C=0, X is a bond, and R 3 is phenyl, R 1 
is not phenyl, 2-methoxyphenyl, 2-thiazolyl, or 6-methyl-2-pyridinyl, and when 
R 2 is H, Y is C=0, X is a bond, and R 3 is 3-chlorophenyl, R 1 is not phenyl, 
2-fluorophenyl, 2-chlorophenyl, 2,3-dichlorophenyl, or 2,5-dichlorophenyl; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
) 1,2,3,4-tetrahydroqumoline, isoquinoline, 1,23,4-tetrahydroisoquinoline, 



qumolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridaziiie, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionaUy and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, »-propyl, isopropyl, «-butyl, sec-butyl, isobutyl, ^-butyl, n-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 
amino, methylamino, emyiamino, »-propylamino, isopropylamino, n-butyl- 
amino, tert-butylamino, W-dimemylamino,^memyl-^-emylamino, 
jWdiemylamino, JNT-methyl-^isopropylamino, JV-ethyl-N-isopropylamino, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyi, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, 
hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 
l-te1rahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, AT-methylcarbamoyl, 
W-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 
0= is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methylpropyl, terf-butyl, pentyl, hexyl, heptyl, 
3-mefliylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 
l-heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, l-nonadeca-4,7,10,13- 

5 tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 

3,4-difluorophenyl, 3,5-difluorophenyl, 3-chlorophenyl, 4-chlorophenyl, 
2,4-dichlorophenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3- 
fluorophenyl, 2-methylphenyl, 3-methylphenyl, 4-methylphenyl, 4-ferf-butyl- 
phenyl, 4-pentylphenyl, 3,4-dimethylphenyl, 1-trifluoromethylphenyl, 

0 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 2-cyanophenyl, 



3- cyanophenyl, 4-cyanophenyl, 2-caibomethoxyphenyl, 3-carbomethoxyphenyl, 

4- carbomethoxyphenyl, 2-carboethoxyphenyl, 3-caiboethoxyphenyl, 
4-carboethoxyphenyl, 2-carboisopropoxyphenyl, 3 -carboisopropoxyphenyl, 
4-carboisopropoxyphenyl, 2-nitropbenyl, 3-nitrophenyl, 4-nitrophenyl, 
3,5-dinitrophenyl, 2-methoxyphenyl, 3-memoxyphenyl, 4-methoxyphenyl, 
2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 3,4-melhylenedioxyphenyl, 
2-trifluoromethoxyphenyl, 3-trifluoromethoxyphenyl, 4-trifluoromethoxy- 
phenyl, or cyclopropylmethyl, cyclopentyl, benzyl, pyrrolidine, piperidine, 
pyrrole, turan, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, 
pyridine, indole, indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, 
isoquinoline, 1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, 
isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazole, benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, n-propyl, 
isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl, w-pentyl, isopentyl, n-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
amino, methylamino, ethylamino, n-propylamino, isopropylamino, n-butyl- 
aminb, tert-burylamino, W,A/-dimemylamino, JV-memyl-^mylanuno, 
iWdiemylamino, isr-methyl-isr-isopropylamino, JV-emyl-AMsopropylamino, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, nitro, 
hydroxy, methoxy, ethoxy, isopropyloxy, w-propyloxy, 2-tetrahydrororyl, 
3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydro- 
pyranyl, 4-morpholinyl, Ihiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, 
iV-methylcarbamoyl, iV.iV-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, 
and O, provided that 0= is not directly connected to a heteroatom or to a 
carbon with a double bond, Y is C=0 and OS, and X is NH, NMe, NEt or 



NCF 3 , provided that when R 2 is H, Y is OO, X is NH, and R 3 is phenyl, R 1 is 
not 4-methoxyphenyl, 2,4-dimethylphenyl, or 2-thiazolyl, and when R 2 is H, Y 
is C=0, X is NH, and R 3 is 3-chlorophenyl, R 1 is not 4-methylphenyl; 
or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroqumoline, isoquinoline, 1,2,3,4-tefrahydroisoqumoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzotbiophene, pyridazine, 
pyrirnidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl, w-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, »-propylamino, 
isopropylamino, n-butylamino, fe^butylamino, MAT-dimemylanuno, iV-methyl- 
J^emylamino, jWdiemylamino, iV r -memyl-JV'-isoprcpylamino, W-ethyl-tf-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl,4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, TV-methylcarbamoyl, MAT-dimemylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, terf-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,ll-dienyl, 1-heptadeca- 
8,11,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 
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methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, terf-butyl, 
n-pentyl, isopentyl, w-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifiuoro- 
methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
^ 5 4-pentenyU 5-hexenyl, ammo, memylammo, 

isopropylamino, /i-butylamino, ter/-butylamino, WV-dimemylanuno^ AT-methyl- 
JV-ethylammo, N,JV-diethylammo, AT-memyl-isr-isopropylamino, tf-ethyl-2V-iso- 
' propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyttolidyl, 1-piperidyl, 2-piperidyl, 

3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazmyl, 4-methyl-l- 
10 piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 

hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetcahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, tbiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iV-methylcarbamoyl, ^-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided mat 0= is not directly connected to a 
1 5 heteroatom or to a carbon with a double bond; or cyclopropyl, 

cyclopropylmethyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, furan, thiophene, 
pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, 
isoindoline, quinoline, 1,2,3,4-tetrahydroqumoline, isoquinoline, 1,2,3,4-tetra- 
hydroisoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 
20 benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
halogen, methyl, ethyl, n-propyl, isopropyl, w-butyl, jee-butyl, isobutyl, 
terf-butyl, »-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, 
: * • 25 trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropyl- 
• ! : - ! methyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 

•} '. . 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propyl- 

amino, isopropylamino, «-butylamino, tert-butylamino, MAT-dimemylarnino, 
^ jv^memyl-iV-ethylarrrino, 

* ; .!:"* 30 AT-ethyl-^-isopropylamino, 1-pyrrolidyl, 2-pyrroUdyl, 3-pyrrolidyl, 1-piperidyl, 



2-piperidyl, 3-piperidyl, 4-piperidyl, l-memyl-4-piperidyl, 1-piperazinyl, 
4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, A^-methylcarbamoyl, iV;jV-dimetbylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
YisC=O,andXis0; 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

4. A compound according to any of claims 1-3, wherein R 1 is 2-chlorophenyl, 
5-chloro-2-cyanophenyl, 4-dmiethylaminophenyl, 4-carbomethoxyphenyl, 
l,3,5-trimethyH/f-pyrazol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 
3-carbomethoxythien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oleoyl, (l*,2S,5J0-(-)-menthyl, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 

3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, 5-fiuoro-2-methyl- 
phenyl, 4-/ert-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyl, 2-furyl, 2,5-dimemyl-3-furyl, 

2- carbomethoxy-5-furyl, l-methyl-l/f-pyrrol-2-yl, 3-memyl-2-benzofbryl, or 

3- methyl-2-thienyl, Y is C=0, C=S or SO* and X is a bond, NH, NHMe, or O; 
with the proviso that when when R 2 is H, Y is C=0, X is a bond, and R 3 is 
3-chlorophenyl, R 1 is not 2-chlorophenyl; 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

5. A compound according to any of claims 1-4, which is selected from: 
l-Benzoyl-lif-pyrazole-3-carboxylicacidpyri<un-3-ylamide, 
l-(2,5-Dimemyl-3-foroyl)-l//-pyrazole-3-carboxylic acid pyridin-3-ylamide, 
l-(l-Methyl-lff-pyrrol-2-yl)-li¥-pyrazole-3-carboxylic acid pyridin-3-ylamide, 



l-(3-Methyl-2-thienoyl)-lfl-pyra2»le-3-caAoxylic acid pyridin-3-ylamide, 

1- (4-Pentylbenzoyl)-lH-pyrazole-3-carboxylic acid pyridm-3-ylamide, 

2- {[H2-Ethoxybenzoyl)-ltf-py^ 
acid melhyl ester, 

5 2-{[l-(3-Trifluoromethylbenzoyl)- lH-pyrazole-3^arbonyl]amino}thiophene-3- 
carboxylic acid methyl ester, 
2-{[H5-Huoro-2-methylben2^^ 
carboxylic acid methyl ester, 
2-{[l-(3-Methyl-2-tMenoyl)-liJ-pyr^ 

10 carboxylic acid methyl ester, 

H2,5-Dimethyl-3-ruroyl>liy-pyrazole-3-carboxylic acid (1,3,5-trimethyl-l/f- 

pyrazol-4-yl)amide, 

l-(l-Methyl-l/f-pyrrol-2-yl)-lff-pyrazole-3-(^boxylic acid (1,3,5-trimethyl-LH- 
pyrazol-4-yl)amide, 

15 l^3-Me%l-2-benzofuroyl)-lfl'-pyrazole-3-carboxyUc acid (1,3,5-trimethyl-ltf- 
pyrazol-4-yl)amide, 

l-(2-Fluoro-5-iodobenzoyl)-lH-pyrazole-3-cafboxylic acid (1 ,3,5-trimethyl-li*"- 
pyrazol-4-yl)amide, 

l-(2-Ethoxybenzoyl)-l/f-pyrazole-3-carboxylic acid (3-methylisoxazol- 
20 5-yl)amide, 

l<3-Memyl-2-ber^fiiroyl-lif-pyrazole-3-carboxyUc acid (3-methylisoxazol-5- 
yl)amide, 

l-(2-Furoyl)-l/7-pyrazole-3-carboxyUc acid (3-methylisoxazol-5-yl)amide, 
Hl-Naphthoyl)-lH-pyrazole-3-carboxylic acid (3-methylisoxazol-5-yl)amide, 
25 4_{[i^2,5-Dimemyl-3-toyl>lH-pyrazole-3-carbonyl]ainmo} acid 

methyl ester, 

4-{[l-(5-FluOTO-2-memylbenzoylH 
methyl ester, 

4.{[l.(4.Pentylbenzoyl>lH-pyrazole-3-carbonyl]amino}benzoic acid methyl 
30 ester, 
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4-{[H2-Furoyl)-lH-pyimole-3-caibonyl]ammo}benzoic acid methyl ester, 
l^l-Methyl-lif-pyrrol-2-yl>l//-pyrazole-3-carboxylicad^ 

(4^methylaminophenyl)amide, 
l-(4-Pentylbenzoyl)-l//-pyrazole-3-carboxylicacid 

5 (4-dimethylaminophenyl)amide, 

l-(3-Methyl-2-thienoyl)-li/-pyrazole-3-carboxylic acid 

(4-dimethylaminophenyl)arnide, 

l-(l-Naphthoyl>l/f-pyrazole-3-carboxyUc acid (4-dimethylaminopbenyl)amide, 
l-(2-Ethoxybenzoyl)-lif-pyrazole-3-carboxylic acid (5-chloro 

10 2-cyanophenyl)amide, 

l-(5-Fluoro-2-methylbenzoyl)-lH-pyrazole-3-carboxylic acid (5-chloro-2- 

cyanophenyl)amide, 

l-(2-Furoyl)-li/-pyrazole-3-carboxylic acid (5-cbloro-2-cyanophenyl)amide, 
l-(l-Naphthoyl)-lH-pyrazole-3-carboxylic acid (5-chloro-2-cyanophenyl)amide, 
15 l-01eoyl-li7-pyrazole-3-carboxylic acid (2-chlorophenyl)amide, 

3-(2-<^orophenylcarbamoyl)-lH-pyrazoLe-l-carboxylic acid (l#,2S,5i?)-(-)- 

menthol ester, 

3K2-CWorophenylcarbamoyl)-lif-pyrazole-l-carboxylic acid 2-chlorobenzyl 



20 3-(2-Chlorophenylcarbamoyl)-lH-pyrazole-l-carboxylic acid 4-chlorophenyl 
ester, 

l/r-Pyrazole-l,3-dicarboxylic acid 3-[(2-cblorophenyl)amide] 1 -diethylamide, 
ltf-Pyrazole-l,3-dicarboxylic acid l-[(3-chlorophenyl)amide] 
3-[(2-chlorophenyl)arnide], 
25 lfl-Pyrazole-l,3-dicarboxylic acid 3-[(2-cblorophenyl)amide] 
l-[(3-fluorophenyl)amide], 

lH-Pyrazole-l,3-dicarboxylic acid 3-[(2-chlorophenyl)amide] 
1 -[(3-trifluoromethylphenyl)amide], 

l#-Pyrazole-l,3-dicarboxylic acid 3-[(2-chlorophenyl)amide] 
30 l-[(4-nitrophenyl)amide], 



HOctane-l-sulfonyl>lH-pyrazole-3-carboxyUc acid (2-chlorophenyl)amide, 
1^3-CWorobenzenesulfonyl)-lir^yrazole-3-carboxylicacid 

(2-chlorophenyl)amide, 

1- (4-/er/-Butylbenzenesulfonyl)-lff-pyrazole-3-caiboxyUcacid 

5 (2-chlorophenyl)amide, 

5-[3-(2-CMorophenylcarbamoyl)-ltf-pyr^^ 
methyl ester, 

1 -(3-Chlorobenzoyl)-l/r-pyrazole-3-carboxylic acid 
(2-cblorophenyl)methylamide, 
10 l/f-Pyraz»le-l,3-dicarboxylic acid l-[(3-chlorophenyl)amide] 
3-[(2-chlotophenyl)methylamide3, 

3-[(2-CWorophenyl)methylcarbmoyl]-liy-pyrazole-l-caTboxylicacid 

2- chlorobenzyl ester, 

1 -(3-(^orobenzenesulfonyl>lH-pyrazole-3-carboxylic acid 

15 (2-chlorophenyl)methylamide, 

1 -Phenylthiocarbamoyl- l//-pyrazole-3 -carboxylic acid (2-cMorophenyl)amide, 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

20 6. A compound according to any of claims 1-5 for medical use. 

7. A pharmaceutical composition comprising a compound according to any of 
claims 1-5 together with a pharmaceutical diluent or carrier. 

25 8. A process for preparation of the pharmaceutical composition according to 
claim 7 by combing a compound according to any of claims 1-5 together with a 
pharmaceutical diluent or carrier. 

9. A method for preventing, inhibiting or treating a disease associated with 
30 inflammation, such as asthma, chronic obstructive pulmonary disease, 
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pulmonary fibrosis, allergic disorders, rhinitis, inflammatory bowel disease, 
inflammatory pain, atherosclerosis, vasculitis, pancreatitis, arthritis, 
osteoarthritis, rheumatoid arthritis, conjunctivitis, iritis, scleritis, uveitis, wound 
healing, dermatitis, eczema, psoriasis, stroke, diabetes, autoimmune diseases, 
Alzheimers disease, multiple sclerosis, sarcoidosis, and Hodgkin's disease and 
other malignancies, by administering to a subject in need of treatment a 
therapeutically effective amount of a compound of formula (II): 
O v R 1 



On ) 



R 2 



N 

V r3 ; 



(id 

10 wherein: 

R 1 is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, Ci^-alkyl, 
C^-cycloaDeyl, C 2 ^-alkenyl, C^-alkynyl, aryl, C3.8-heterocycloalkyl, 

15 heteroaiyl, W R 4 C(Z), (R 5 )(R^^ 

R 4 C(Z)N(R 7 ), (R'XR^NC^N^ 7 ), (R 3 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 X:(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0) n N(R 7 ), (R^R'ONSCOy^CR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(O) n N(R 8 ),R 4 0C(Z)N(R 7 )S(O) n N(R 8 ), 

20 (R^NSCO^WCR 8 ), R 4 OS(0)„N(R 7 ), R 4 O s R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0)„0, R 4 S, R 4 S(0) n , (R 5 )(R 6 )NS(0) n , and R 4 OS(0)„; and wherein the 
Ci.6-alkyl, C3^-cycloalkyl, C2-6-alkenyl, C2.6-alkynyl, aryl, C3-g-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 

25 by one or more groups selected from halogen, Ci^-alkyl, C 3 . 8 -cycloalkyl, 

C 2 ^-aHcenyl, C^-alkynyl, aryl, C 3 .s-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 



(R^NCXZ), R 4 OC(Z), R 4 SC(Z), (R S KR*)N, R 4 C(Z)N(R 7 ), 
(R^(R<>1C(Z)N(R 7 ), (R^CR^NCC^N^aZJNCR 8 ), 
R ^OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCO^N^CC^NCR 8 ), R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^NS(0)„N(R 7 ), 
5 (R')(R < 0NC(Z)N(R 7 )S(O) n N(R^R 4 OC(Z)N(R 7 )S(O) n N(R 8 ), 

(R^NSCOnNCR^SCO^CR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R«)NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^W, 
R 4 OS(0) n O, R 4 S, R 4 S(Q) to (R^NSCO). R 4 OS(0) m and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C ,^-alkyl, 
10 C^-cycloalkyl, C^-alkenyl, C M -alkynyl, aryl, Ca^-heterocycloalkyl, and 

heteroaryl residues are optionally and independently substitutedby one or more 
groups selected from halogen, CWalkyl, C^cycloalkyl, C 2 ^-alkenyl, 
CWalkynyl, aryl, C M -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NaZ), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
15 (R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R 6 )NCXZ)N(R 7 )C(Z)N(R 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R s )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 ,R 4 S(0)„N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), 
(R^NCCZONCR^SCO^CR 8 ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 
(R^NSCO^S^NCR 8 ), R^S^NCR 7 ), R 4 0, R 4 C(Z)0, 
20 (R^NC(Z)0,R 4 OC(Z)0,0 2 NO,R 4 S(0) B 0,(R s )(R 6 )NS(0) n O, 

R 4 OS(0) n O, R 4 S, R 4 S(0 )n , (R^NSCO). R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
Z is a substituent connected by a double bond, and is selected from 0=, S=, 
Vto-. (R 5 )(R 6 )NN SS , R 4 ON=, (R s )(R 6 )NS(0) 2 N=, NCN=, 0 2 NCH=, and 

25 (R^CR 6 ^; 

nis 1 or 2; 

R 2 is selected from hydrogen and C^-alkyl, optionally and independently 
substituted by one or more halogens; or where R 1 and R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
30 heteroatoms,or 1-3 double bonds, and which optionally is substituted by a 
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group selected from halogen, Ci^-alkyl, C^-cycloalkyl, C 2 ^-alkenyl, 
C 2 .6-alkynyl, aryl, C 3 .8-heterocycloaIkyl, heteroaryl, CN, R 4 C(Z), 
(R'XR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCX^NCR 7 ), (R^(R^NC(Z)N(R 7 )C(Z)N(R 8 ), 

5 R 4 OC<Z)N(R 7 )C(Z)N(R 8 ), (R^CR^NSCO^CR^C^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R'XR^NSCO)^^ 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R 5 XR^NS(0)nN(R 7 )S(0) n N(R 8 ), R^SCOy^CR 7 ), R 4 0, R 4 C(Z)0, 
^XR^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 

10 R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R'XR^NSCO)., and R 4 OS(0)„, and Z, provided 
that Z is not directly attached to an aryl or heteroaryl ring; and wherein the 
Ci^-alkyl, C3-8-cycloalkyl, C 2 ^-alkenyl, Q^alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci-6-alkyl, C 3 . 8 -cycloalkyl, 

15 Qz^-alkenyl, C^-alkynyl, aryl, Cs-s-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R^C(Z)^(R\ (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) a N(R 7 )C(Z)N(R 8 ), R^C^NCR 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^(R 6 )NS(0)„N(R 7 ), 

20 (R 5 XR^NCXZ)N(R 7 )S(0)nN(R 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 

(R^CR^NSCOnNCR^SCO^R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^R^NCCZP, R 4 OC(Z)0, CfeNO, R 4 S(0)„0, (R^CR^NSCO^O, 
R 4 OS(0)„0, R 4 S, R 4 S(0)„, (R^CR^NSCO),,, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 

25 C3-s-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C^-heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C 3 . 8 -cycloalkyl, C 2 ^-alkenyl, 
C 2 _6-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 

30 (R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R*)NC(Z)N(R 7 )C(Z)N(R 8 ), 



R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^^NS^nNCR^^N^ 8 ), R^C^NCR 7 ), 
R 4 SC(Z)N(R 7 ), azido,N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R^NS(0)^(R 7 ), 
(R^CR^NCC^NCR^SCO^CR^R^CC^NCR^SCO^CR 8 ), 
(R^CR^NSCO^CR^SCO^NCR 8 ), R 4 OS(0)aN(R 7 ), R 4 0, R 4 C(Z)0, 

5 (R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 N0, R 4 S(0) n O, (R^CR^NSCO^O, 

R 4 OS(0) n O, R 4 S, R 4 S(0)», (R'XR^NSCO),,, 0*08(0). and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, OS, and S0 2 ; 

10 R 3 is Cj^-alkyl, C^g-cycloalkyl, C 2 .<ralkenyl, C 2 ^-alkynyl, aryl, CWhetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Cj^-alkyl, C^-cycloalkyl, 
C 2 .e-alkenyl, C M -alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R'XR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^R^N, R 4 C(Z)N(R 7 ), 

15 (R 5 XR 6 )NC(Z)N(R 7 ),(R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^CR^NSCOnNCR^QZ^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^CR^NSCO^NCR 7 ), 
(R^^N^NCR^SCOnNCR^R^CC^NCR^SCO^NCR 8 ), 
(R'XR^NSCOysrCR^O^NCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 

20 (R^CR'ONCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 

R 4 0S(0)„0, R 4 S, R 4 S(0)„, (R^CR^NSCO),,, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the Ci^-alkyl, 
C 3 _8-cycloalkyl, Qj^-alkenyl, Q^-alkynyl, aryl, C 3 .g-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 

25 groups selected from halogen, C^-alky!, C 3 . 8 -cycloalkyl, C^-alkenyl, 
C 2 _ 6 -alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^OR^NCXZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R^CR^N^NCR 7 ), (R 5 )(R^NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0)^<£ 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 

30 R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^CR^NSCO^NCR 7 ), 



(R^Na^N^O)^), R'0«Z)N(R')S(0»*<R ), 
(R «NS(O^SCO^R'OS(0)^(R\R 4 o,R < : ( ^ 

R«OS(0)„0, R<S, R<S(0)„, (R'XR W„ ^0S(0)„, and Z, provded to. Z 
, isnotd^yattohedtoan^lorte^rinBWl^^C.-^ 
C^-cycloalkyl, W CWalkyoyi, - A C^terocycloalkyl, and 
heteroaryl residues are optional and independenfly substituted by one or mora 
groups selected tan halogen, Cs-alkyl, Cw-cycloalkyl, C^-sIkenyl, 
CWalkynyl, aryl, C»-hetarocycloalkyl, heteroaryl, CN, R«C(Z>, 

o (rfw&em. R 4 oc(Z). R'saz), (R 5 )^ R 4 c(z«R ), 

(R s )(R s )NaZ)N(R'),(R i )(R ,i )NC(Z)NCR , )C(Z)N(R ,, ) > 

RWWk R 4 oc(Z)N(R ), 

R*SC(Z)N(R'),azido,NO J ,R 4 S(0)JJ(R'),(R S )(R < )NS(0)„N(R), 
(R s XR ,i )NC(Z)N(R')S(O)^(R ! ),R 4 oaZ)N(R')S(O)^0R 8 ). 
15 (R')(R«)NS(O)^(R')S(0)^, R'OSKOVW 7 ), R 4 C R 4 «Z)0, 
(R'XR^NCXZP, R"OC(Z)0, CNO, R^O, (R i )(R e )NS(0).0, 
^mO-hO, R'S, R 4 S(OV (R'XR^OV R'OSCOV and Z, providad that Z 
is not diractly attached to an atyl ot heteroaryl ring; 
K* r' r«, R 7 , and R° are each independently selected fan hydrogen, 
20 C,'..-tukyl,' CM-cycloalkyl, C^-alkenyl, Cirdkynyl, atyl, and Cj-rheteto 
cyoloalkyl. optionally and independently substitutedby one ot mote groups 
selected ftomhalogen, C,^, C^cycloattyl, C^yl^-afcynyl 
aryl C M .he te rocycl.alkyi,heteto M yl, CN, R'C(Z), 
R»SC(Z), (R"»XR")H R'azjNCR' 1 ), (R'<yR")N«Z)N(R 1J ), 
25 (R'«XR»)NC(Z)N(R")C(Z)N(R 13 ),R'OC(Z)N(R' J )C(Z)N(R ,3 ) ; 

(RVWOWW^ R'OC(Z) N (R'\ R'SC(Z)N(R"), a^ido, 
NO2, R 9 S(0)nN(R IJ ), (R 10 XR I1 )hIS(O)nN(R ,2 )» 
( R••)(R•')NC(Z)N(R• 2 )S(0)J^(R ,3 ), R»0C(Z)Nai l2 )S(O).N(R ), 
(R«»)(R'')NS(0)J4(R 1J )S(OWJCR ,3 ).R'OS(OW<(R ,2 ),R'0,R'C(Z)0. 
30 (RV^OZjO, R»OC(Z)0, 0.NO, R'S«%0, (r"XR")NS(0)„0, 
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R 9 OS(0) n O, R 9 S, R 9 S(0)n, <£ ,0 )(R")NS(O) to R'OSCO)., and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C 3 .8-cycloalkyl, CWalkenyl, C 2 ^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 

5 groups selected from halogen, Ci-6-alkyl, C^-cycloalkyl, C 2 ^-alkenyl, 
C^e-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R ,0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, R 9 C(Z)N(R 12 ), 
(R ,0 )(R n )NC(Z)N(R n ),(R ,0 )(R n )NC(Z)N(R 12 )C(Z)N(R 13 ), 
R 9 <X:(Z)N(R I2 )C(Z5N(R 13 ),(R 10 )(R n )NS(O> n N(R 12 )C(Z)N(R ,3 ), 

10 R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R^CO^NCR 12 ), 

(R^CR'^nsco^ncr'^cr^cr'^n^ncr'^scoxncr"), 

R 9 OC(Z)N(R 12 )S(0) Il N(R ,3 ), (R^CR'^NS^nN^^SCO^NOR. 13 ), 
R 9 OS(0) n N(R 12 ), R 9 O s R 9 C(Z)0, (R ,0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R ,0 )(R H )NS(O)„O, R 9 OS(0) n O, R 9 S, R 9 S(0)„, (R 10 )(R n )NS(O) n , 
1 5 R 9 OS(0) m and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 

20 halogen, Ci^-alkyl, C 3 ^-cycloalkyl, C 2 ^-alkenyl, C 2 ^-alkynyl, aryl, 

C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R^CR^NCCZ^CR 12 ), 
(R 10 )(R ll )NC(Z)N(R ,2 )C(Z)N(R 13 ),R 9 OC(Z)N(R ,2 )C(Z)N(R ,3 ), 
(R ,0 )(R u )NS(O) n N(R ,2 )C(Z)N(R ,3 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 

25 NOz.R^O^CR^CR'W^NSCO^NCR 12 ), 

(R ,0 )(R ,, )NC(Z)N(R ,2 )S(O) n N(R 13 ),R 9 OC(Z)N(R ,2 )S(O) B N(R 13 ), 
(R ,0 )(R n )NS(O) n N(R ,2 )S(O) n N(R 13 ), R 9 OS(0)taN(R la ), R 9 0, R 9 C(Z)0, 
(R I0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 N0, R 9 S(0) n O, (R ,0 )(R n )NS(O) n O, 
R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R ,0 )(R u )NS(O) m R 9 OS(0)n, and Z, provided that Z 

30 is not directly attached to an aryl or heteroaryl ring; and wherein the C^-alkyl, 
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(^.g-cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, C w -heterocycloaIkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ci_ 6 -alkyl, C 3 ^-cycloalkyl, Q^-alkenyl, 
Qw-alkynyl, aryl, C M -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 

5 (R 10 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R l0 )(R u )N, R 9 C(Z)N(R 12 ), 
(R^CR^NC^NCR 12 ), (R l0 XR 1, )NC(Z)N(R 12 )C(Z)N(R ,3 ), 
R^CC^NCR'^CC^NCR 13 ), (R'^^NSCOy-J^^CC^NCR 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0)„N(R 12 ), 
(R 10 ^ ll )NS(O) tt N(R 12 ),(R 10 )(R ,, )NC(Z)N(R 12 )S(O) I1 N(R 13 ), 

10 R 9 OC(Z)N(R 12 )S(0) n N(R 13 ), (R^CR'^NSCO^NCR^SCO^Ot 13 ), 

R 9 OS(0)nN(R 12 ), R 9 0, R 9 C(Z)0, (R 10 XR n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R ,0 )(R n )NS(O) n O, R 9 OS(0) a O, R 9 S, R 9 S(0)», (R 10 )(R n )NS(O) n , 
R 9 OS(0) m and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; wherein the Ci_e-alkyl, C 3 . 8 -cycloalkyl, C 2 -6-alkenyl, 

1 5 C 2 ^-allcynyl, aryl, C3. 8 -heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
Ci_6-alkyl, C 3 .8-cycloalkyl, C 2 ^-alkenyl, C2-6-alkynyl, aryl, 
C 3 ^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )^ 1 ')NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R 10 )(R a )N, R 9 C(Z)N(R 12 ), (R ,0 XR U )NC(Z)N(R 12 ), 

20 (R 10 )(R n )NC(Z)N(R l2 )C(Z)N(R t3 ), R 9 OC(Z)N(R ,2 )C(Z)N(R 13 ), 

(R'^'^NSCOnNCR^^^NCR 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
NO z , R 9 S(0) n N(R 12 ), (R^CR^^NSCO^CR* 2 ), 
(R 10 )(R' ^N^NCR'^SCO^CR 13 ), R^^NCR'^SCO^CR 13 ), 
(R'^CR'^NSCO^NCR'^S^NCR 13 ), R^S^NCR 12 ), R 9 0, R 9 C(Z)0, 

25 (R 10 )(R n )NC(Z)O, R 9 OC(Z)0, OzNO, R 9 S(0) n O, (R^^^NSCO^O, 

R 9 OS(0) n O, R 9 S, R 9 S(0)„, (R ,0 )(R n )NS(O) m R 9 bS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
R 9 , R 10 ,R n , R l2 andR 13 are each independently selected from hydrogen, 
Ci^-alkyl, C 3 .8-cycloalkyl, C 2 -6-alkenyl, C 2 ^-alkynyl, aryl, and C 3 ^-hetero- 

30 cyctoalkyl, optionally and independently substituted by one or more groups 
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selected from halogen, C,. 6 -alkyl, NH 2 , C^alkylNH, (Ci^alkyl)(Ci-6-alkyl)N, 
HO, Ci^-alkylO, C^NO, and CWalkylS, wherein the Ci-e-alkyl residues are 
optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R 11 , and R ,z are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^alkyl, NH 2 , C,. 6 -alkylNH, (C,^alkyl)(C,^-alkyl)N, HO, 
CWalkylO, 0 2 NO, and Cms-alkylS, wherein the Ci^-aDcyl residues are 
optionally and independently substituted by one or more halogens. 



10. A method according to claim 9, wherein R 1 is an aryl ring or heteroaryl 
ring, optionally and independently substituted in one or more positions by a 
group selected from halogen, Cj-e-alkyl, C 2 .g-cycloalkyl, d^-alkenyl, 
C 2 -6-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

15 (R 5 XR 6 )NC(Z),R 4 OC(Z),R 4 SC(Z),(R s )(R 6 )N,R 4 C(Z)N(R 7 ), 

(R^R^NCC^NCR 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), 
(R'XR^NSCO^NCR 7 ), R 4 0, R 4 C(Z)0, (R^CR^NCCZP, R 4 S, R*S(0)h, 
and^XR'ONSCO),,; and wherein me Ci^-alkyl, C^-cycloalkyl, CWalkenyl, 
C^-alkynyl, aryl, C^-heterocycloalkyl, and heteroaryl residues are optionally 

20 and independently substituted by one or more groups selected from halogen, 
C,.6-alkyl, C 2 ^-alkenyl, C^-alkynyl, CN, R 4 C(Z), (R 5 XR 6 )NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), (R S )(R < )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0)„N(R 7 ), (R^^NSCO^NCR 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 
(R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0) n , (R 5 )(R 6 )NS(0)„, and Z, provided that Z is not 

25 directly attached to an aryl or heteroaryl ring; wherein the Ci-6-alkyl, 
CWalkenyl, and C 2 ^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci.6-alkyl, 
CWalkenyl, C^-alkynyl, (R S )(R 6 )N, R 4 0, and 0 2 NO; 
Z is a substituent connected by a double bond, and is selected from 0= and 

30 R*N=; 
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n is 1 or 2; 

R 2 is selected from hydrogen and Ci.e-alkyl, optionally and independently 
substituted by one or more halogens; 
X is selected from a bond, O, or NR 8 ; 

5 Y is selected from O=0,O=S, and S0 2 ; 

R 3 is CWalkyl, C 3 ^-cycloalkyl, Cw-alkenyl, C 2 ^-alkynyl, aryl, C 3 .g-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Ci-6-alkyl, C 3 .g-cycloaIkyl, 
C M -alkenyl, C 2 ^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

10 (R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 

(R^CR^NC^NCR 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0)oN(R 7 ), 
(R 5 )(R^NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, ^(R^NC^O, R 4 S, R 4 S(0)», 
(R^R^NSCO),,, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; and wherein the Ci. 6 -alkyl, C^-cycloalkyl, C2-6-alkenyl, 

15 C 2 -6-alkynyl, aryl, C 3 4j-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
Ci^-alkyl, CWalkenyl, C 2 . 6 -alkynyl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), (R S XR 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) JST(R 7 ), (R^CR^NSCOXW 7 ), R 4 0, R 4 C(Z)0, o 2 no, 

20 (R 5 )(R*)NC(Z)0, R 4 S, R 4 S(0) n , (R'XR^NSCO)^ and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Cj^-alkyl, 
C 2 ^-alkenyl, and C^-alkynyi residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci^-alkyl, 
Cz^-alkenyl, C 2 ^-alkynyl, (R 5 )(R 6 )N, R 4 0, and 0 2 NO; 

25 R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
Ci^-alkyl, C 3 ^-cycloalkyl, C 2 ^-alkenyl, C 2 ^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), 
(R l0 )(R n )N, R 9 C(Z)N(R 12 ), (R l0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (R 10 )(R ll )NS(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 

30 (R ,0 )(R ll )NC(Z)O, R 9 S, R 9 S(0)„, andCR 10 )^ 1 ^NSCO),,; and wherein the 
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CWalkyl, C 3 -8-cycloalkyl, Qwralkenyl, C^-alkynyl, aryl, C^-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Cj^-alkyl, C 2 .$-alkenyl, 
C^-alkynyl, CN, R 9 C(Z), (R ,0 )(R H )NC(Z), R 9 OC(Z), R 9 SC(Z), (R I0 )(R n )N, 

5 R 9 C(Z)N(R 12 ), (R ia )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0)„N(R 12 ), (R ,0 )(R n )NS(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R 10 )^ 1 ')NC(Z)0, R 9 S, R 9 S(0) n , (R I0 )(R ! ^NSCO)^ and Z, provided that Z is 
not directly attached to an aiyl or heteroaryl ring; wherein the Ci_$-alkyl, 
C 2 ^alkenyl, and C^-alkynyl residues are optionally and independently 

10 substituted by one or more groups selected from halogen, Ci^-alkyl, 
C^-alkenyl, C 2 . 6 -alkynyi, (R 10 )^ 1 l )N, R 9 0, and 0 2 NO; 
or where any pair of R 4 , R s , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 

15 halogen, C|_$-alkyl, C^-cycloalkyl, C 2 ^-alkenyl, C 2 . 6 -alkynyl, aiyl, 

C 3 ^heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R ll )N, R 9 C(Z)N(R 12 ), (R l0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R 9 S(0)„N(R 12 ), (R l0 )(R n )NS(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R l0 )(R ! } )NC(Z)0 9 R 9 S, R 9 S(0) n , and(R 10 )(R u )NS(O)„; and wherein the 

20 Ci. 6 -alkyl, C 3 ..8-cycloalkyl, C M -alkenyl, C^a-alkynyl, aryl, C 3 . 8 -hetero- 

cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci^alkyl, C 2 ^-alkenyl, 
C 2 . 6 -alkynyl, CN, R 9 C(Z), (R l0 )(R u )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, 
R 9 C(Z)N(R 12 ), (R 10 )(R U )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 

25 R 9 S(0) n N(R 12 ), (R I0 )(R u )NS(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 

(R l0 )(R u )NC(Z)O, R 9 S, R 9 S(0)„, (R^CR^NSCO)^ and Z, provided that Z is 
not directly attached to an aiyl or heteroaryl ring; wherein the Chalky!, 
C^-alkenyl, and C 2 .6-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Cu6-alkyl, 

30 CWalkenyl, C 2 ^-alkynyl, (R ,0 )(R n )N, R 9 0, and 0 2 NO; 
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R 9 , R 10 , R n , and R 12 are each independently selected from hydrogen, C^alkyl, 
C 2 ^-alkenyl, and C^-alkynyl, optionally and independently substituted by one 
or more groups selected from halogen, Ci^-alkyl, NH2, Ci^-alkylNH, 
(C w -aIkyl)(Cmralkyl)N, HO, C^-alkylO, and O z NO, wherein the C^-alky! 

5 residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R 1 \ and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, NH 2 , C,_ 6 -alkyINH, (Ci^-alkyl)(Ci-6-alkyl)N, HO, 

10 Ci^-alkylO, and 0 2 NO, wherein the Ci^-aBcyl residues are optionally and 
independently substituted by one or more halogens; 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

15 11 . A method according to any of claims 9-10, wherein R 1 is benzene, pyrrole, 
fiiran, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, 
indole, indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, 
isoquinoline, 1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, 
isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 

20 indazole, benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, n-propyl, 
isopropyl, w-butyi, sec-butyl, isobutyl, terf-butyl, n-pentyl, isopentyl, «-hexyi, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 

25 cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
cyano, carboraethoxy, carboethoxy, carboisopropoxy, amino, methylamino, 
ethylamino, a-propylamino, isopropylamino, n-butylamino, fert-butylamino, 
iV^-dimethylamino, JV-methyl-iV-ethylamino, JV,iV-die1hylamino, N-methyl-iV- 

30 isopropylamino, JV-ethyWV-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 
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3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, I-methyl-4- 
piperidyl, 1-piperazinyl, 4-methyM-piperazinyi, hydroxy, methoxy, ethoxy, 
isopropyloxy, n-propyloxy, 2-tetrahydrofiiryl, 3-tetrahydrofuryl, 1-tetrahydro- 
pyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, 
5 acetyl, propionyl, pivaloyl, carbamoyl, tf-methylcarbamoyl, JV^-dimethyl- 
carbamoyl, methylsuifinyl, methylsulfonyl, and 0= 3 provided that 0= is not 
directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, fert-butyl, 1-pentyl, 1-hexyl, 
10 1-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, 1-nonadeca- 
4,7,10,13-tetraenyl, 3-methylbutyl, phenyl, 2-fluorophenyl, 3-fhiorophenyl, 

3- chlorophenyi, 3,4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
3,4-dichlorophenyl, 3,5-dichlorophenyl, 3 -chloro-4-fluorophenyl, 4-chloro-3- 

1 5 fluorophenyl, 2-fluoro-5-iodophenyi, 2-methylphenyl, 3-methylphenyi, 

4- methylphenyl, 4-ter/-butylphenyl, 4-pentylphenyl, 3,4-dimethylphenyl, 

5- fluoro-2-methylphenyl, 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 
4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 
4-mefhoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyi, 4-ethoxyphenyl, 

20 3,4-methylenedioxyphenyl; or cyclopropyl, cyclopropylmethyl, cyclopentyl, 

cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, 1^,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydro- 
isoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 

25 benzothiophene, pyridaztne, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, »-propyl, isopropyl, n-butyl, sec-butyl, 
isobutyl, tert-butyl, «-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, 

30 difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 



cyclohexyi, cyclopropylmethyl, 1-propenyl, 2-propenyl, l-butenyl, 2-butenyl, 

3- butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, n-propyi- 
amino, isopropylamino, K-butylamino, /erf-butyiarnino, i^AT-dimethylamino, 

5 A^methyl-i\T-ethyiamino, iY^diethylamino, iV-methyl-JV-isopropylamino, 

iV^ethylW-isopropylamino, l-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- methyl* 1-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, »-propyloxy, 
2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

10 3-tetxahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iV-methylcarbamoyl, i^AT-dunethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0% provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; Y is OO or S0 2 , and X is a 
bond; 

15 or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1^,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 

20 1 ,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, /i-propyl, isopropyl, n-butyl, .rec-butyl, isobutyl, terf-butyl, /i-pentyl, 
isopentyl, tf-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyi, cyclopropylmethyl, 

25 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 
amino, methylamino, ethylamino, w-propylamino, isopropylamino, j?-butyl- 
amino, te^butylamino, N, J\T-dimethylamino, iV-methyl-JV-ethylamino, 
JSUV-diethylamino, AT-methyl-AT-isopropylamino, JV-ethyl-JV-isopropylamino, 

30 I-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
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4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl- 1-piperazinyl, 
hydroxy, methoxy, ethoxy, isopropyioxy, »-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydrofuryl, 3-tetrahydrofiiryl, 
1-tetrahydropyranyl, 2-tetnfoydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
5 thiomethyl, acetyl, prqpionyi, pivaloyl, carbamoyl, iV^methylcarbamoyl, 

JV^-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 
0= is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methyIpropyl, tert-butyl, pentyl, hexyl, heptyl, 
10 3-methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 

1- heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, l-nonadeca-4,7,10,13- 
tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 3,4-difluoro- 
phenyl, 3,5-difluorophenyl, 3-chlorophenyl, 4-chlorophenyl, 2,4-dichloro- 
phenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3-fluorophenyI, 

1 5 2-methylphenyl, 3-methylphenyl, 4-methylphenyl, 4-fer^butylphenyl, 
4-pentylphenyl, 3,4-dimethylphenyl, 1-trifluoromethyiphenyl, 2-trifluoro- 
methylphenyl, 3-trifluoromeihylphenyl, 2-cyanophenyl, 3-cyanophenyl, 
4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomethoxyphenyl, 4-carbo- 
methoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 4-carboethoxy- 

20 phenyl, 2-carboisopropoxyphenyl, 3-carboisopropoxyphenyl, 4-carboiso- 

propoxyphenyl, 2-nitrophenyl, 3-nitrophenyl, 4-nitrophenyl, 3,5-dinitrophenyl, 

2- methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 2-ethoxyphenyl, 

3- ethoxyphenyl, 4-ethoxyphenyl, 3,4-methylenedioxyphenyl, 2-trifluoro- 
methoxyphenyl, 3-trifluoromethoxyphenyl, 4-trifluoromethoxyphenyl, or 

25 cyclopropylmethyl, cyclopentyl, benzyl, pyrrolidine, piperidine, pyrrole, furan, 
thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, 
indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 
1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, isobenzoforan, 
chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, 

30 benzimidazole, quinazoline, quinoxaline, 1 ,3-benzodioxole, and benzodioxane, 
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optionally and independently substituted in one or more positions by a group 
selected from fluorine, chlorine, methyl, ethyl, /x-propyi, isopropyi, n-butyl, 
sec-butyl, isobutyl, te/tf-butyl, *-pentyl, isopentyl, w-hexyl, isohexyl, 
fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, 

5 cyclopentyl, cyclohexyl, cyciopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 
2-butenyl, 3-butenyl, 1-pentenyi, 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, 
methylamino, ethylamino, /z-propylamino, isopropylamino, w-butylamino, tert- 
butylamino, iV^-chmethylamino, iV-methyl-iV-ethylamino, iV^-diethylamino, 
i\T-methyl-JS^isopropyiamino, i^-ethyl-iV-isopropj4amino, 1-pyrrolidyl, 

10 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, 
l-methyl-4-piperidyl, 1-piperazinyi, 4-methyl-l-piperazinyl, nitro, hydroxy, 
methoxy, ethoxy, isopropyloxy, «-propyloxy, 2-tetrahydrofiiryl, 3-tetrahydro- 
fiiryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 
4-morpholinyl, thiomethyl, acetyl, propionyi, pivaloyl, carbamoyl, AT-methyl- 

1 5 carbamoyl, N, iV-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0% 
provided that 0= is not directly connected to a heteroatom or to a carbon with a 
double bond, Y is C=0 and C=S, and X is NH, NMe, NEt or NCF 3 ; 
or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 

20 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 

quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, andbenzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 

25 ethyl, w-propyl, isopropyi, /i-butyl, sec-butyl, isobutyl, tert-butyl, «-pentyl, 
isopentyl, w-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyciopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 

30 isopropylamino, n-butylamino, ter^butylamino, iViiV-dimethylamino, JV-methyl- 



iV-ethylamino, JV^diethylamino, JV-methyl-JV-isopropylamino, iV-ethyl-iV-iso- 
propylamino, 1-pyrrolidyi, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 

3- piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, /i-propyloxy, 2-tetra- 

5 hydrofiiryl, 3-tetrahydroftiryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, N-methylcarbamoyl, iy^-dimethylcarbamoyl, mefhylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 

10 R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, tert-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
1-heptadecanyl, l-heptadec-8-enyl, l-he?ptadeca-8,ll-dienyl, 1-heptadeca- 
8,11,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 

15 methyl, ethyl, /z-propyl, isopropyl, «-butyl, sec-butyl, isobutyl, terf-butyl, 

n-pentyl, isopentyl, /i-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

4- pentenyl, 5-hexenyl, amino, methylamino, ethylamino, iz-propylamino, 

20 isopropylamino, n-butylamino, terT-butylamino, JY^JST-dimethylamino, iV-methyl- 
JV-ethylamino, iV^-diethylamino, iV-methyl-JV-isopropylamino, jV-ethyl-iV-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 

25 hydrofiiryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, TST-methylcarbamoyl, JV^-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; or cyclopropyl, cyclopropyl- 

30 methyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, furan, thiophene, pyrazole, 



imidazole, oxazole, isoxazole, thiazide, pyridine, indole, indoline, isoindoline, 
quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroiso- 
quinoline, quinolizine, benzofiiran, isobenzofuran, chroman, benzothiophene, 
pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, 

5 quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and independently 
substituted in one or more positions by a group selected from halogen, methyl, 
ethyl, n-propyl, isopropyl, «-butyl, sec-butyl, isobutyl, ter*-butyl, rc-pentyl, 
isopentyl, «-hexyl, isohexyl, fluoromethyl, difluoiomethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

10 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
isopropylamino, n-butylamino, tert-butylamino, iVi JV-dimethylamino, #-methyl- 
Methylamino, JV^dieihylamino, iV-methyl-i\r-isopropylamino, 7V-ethyl-JV- 
isopropylamino, 1-pyrrolidyl, 2-pyirolidyl, 3-pyrrolidyl, 1-piperidyl, 

15 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iST-methylcarbamoyl, iV^-dimethylcarbamoyl, methylsulfinyl, 

20 methylsulfonyl, and 0=% provided that 0 s is not directly connected to a 
heteroatom or to a carbon with a double bond; 
YisC=0, andXis O; 
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as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 



12. A method according to any of claims 9-11, wherein R l is 2-chlorophenyl, 
5-chloro-2-cyanophenyl, 4-dimethylaminophenyl, 4-carbomethoxyphenyl, 
l,3,54rimethyM#-pyrazol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 
3-carbomethoxythien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
30 oleoyl, (lii,2S,5J?)-(-)-menthyl, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 



3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, S-fluoro-2-methyl- 
phenyl, 4-ter*-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyi, 2-furyl, 2,5-dimethyl-3-furyl, 
2-carbomethoxy-5-furyl, 1 -methyl- l/f-pyrrol-2-yl, 3-methyl-2-benzofuryl, or 

5 3 -methyl-2-thienyI, Y is C=0, C=S or S0 2 , and X is a bond, NH, NHMe, or O; 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

13. A method according to any of claims 9-12, wherein the compound is 
10 selected from the compounds according to claim 5. 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 



14. A method for preventing, inhibiting or treating a disease such as asthma, 
15 chronic obstructive pulmonary disease, pulmonary fibrosis, allergic disorders, 
rhinitis, inflammatory bowel disease, inflammatory pain, atherosclerosis, 
vasculitis, pancreatitis, arthritis, osteoarthritis, rheumatoid arthritis, 
conjunctivitis, iritis, scleritis, uveitis, wound healing, dermatitis, eczema, 
psoriasis, stroke, diabetes, autoimmune diseases, Alzheimers disease, multiple 
20 sclerosis, sarcoidosis, and Hodgkin's disease and other malignancies, which can 
be modulated by inhibition of 15-lipoxygenase, by administering to a subject in 
need of treatment a therapeutically effective amount of a compound of formula 

(II): 




(II) 
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wherein: 

R 1 is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, d^-alkyl, 

5 C 3 .g-cycloalkyl, CW-alkenyl, C 2 ^-alkynyl, aryl, C3-8-heterocycloaIkyl, 
heteroaryl, CN, R 4 C(Z), (R^^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^fl^N, 
R 4 C(Z)N(R 7 ), (R^CR^NCC^NCR 7 ), (R^(R>TC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^CR^NSCOW^^^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) a N(R 7 ), (R^R^NS^JtfCR 7 ), 

10 (R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 

(R^CR^NS^nNCR^SCO^NCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCCZp, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^R^NSCO^O, 
R^SCO^O, R 4 S, R 4 S(0) m (RfKR^NSCO)^ and R 4 OS(0)„; and wherein the 
Cj^-alkyl, C 3 . 8 -cycloalkyl, C 2 -6-alkenyl, C 2 -6-alkynyl, aryl, C3.8-hetero- 

15 cycioalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Cj^-alkyl, C3-s-cycloalkyi, 
C 2 ^-alkenyl, CWalkynyl, aryl, CWheterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R^CR'ON^NCR 7 ), (R 5 )(R>JC(Z)N(R 7 )C(Z)N(R 8 ), 

20 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 XR^NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)^(JEC) t (R^CR^NSCO^NCR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R 5 XR^NS(O) n N(R 7 )S(0)^(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R'XR^NCCZJO, R 4 OC(Z)0, 0 2 NO, R 4 S(O)n0, (R s )(R 6 )NS(0) n O, 

25 R 4 OS(0)„0, R 4 S, R 4 S(0)„, (R 9 XR 6 )NS(0) H , R 4 OS(0) M and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci. 6 -alkyl, 
C3-8-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, Gj^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ci^-alkyl, C3-8-cycloalkyl, C 2 ^-alkenyl, 

30 Q^-alkynyl, aryi, C3^-heterocycloaIkyl, heteroaryl, CN, R 4 C(Z), 
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(R'XR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R», R 4 C(Z)N(R 7 ), 
(R 5 )(R^NC(Z)N(R 7 ) ) (R 5 XR^NC(Z)N(R 7 )C(Z)N(R 8 % 

R<SC(Z)N(R 7 ), azido, N0 2 , R^O^CR 7 ), (R 5 )(R 6 )NS(0 )n N(R ), 
(R^NCC^NCR^OoNCR 8 ), R^OCC^NCR^SCO^CR 8 ), 
(R^NSCO^SCO^NCR 8 ), R 4 OS(0 )n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) B 0, (RWS(0)A 
R 4 0S(0)A R 4 S, R^ (R^NSCO). R 4 0S(0 )n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
Z is a substituent connected by a double bond, and is selected from 0=, S-, 
R*N=, (R 5 )(R 6 )NN = . R 4 ON=, (R^NSCO^, NCN=, 0 2 NCH=, and 

n is 1 or 2; 

R* is selected from hydrogen and C^-alkyl, optionally and independently 
substituted by one or more halogens; or where R l and R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
heteroatoms, or 1-3 double bonds, and which optionally is substituted by a 
group selected from halogen, C^-alkyl, C^-cycloalkyl, C^-alkenyl, 
C 2 *-alkynyl, aryl, C 3 ^heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
0 (R»C(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R^NC(Z)N(R 7 )C(Z)N(R 8 ), 
R^OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NS^NCR^NCR 8 ), R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R^O^CR 7 ), (R^(R 6 )NS(0)nN(R 7 ), 
(rS)(R 6 )NC(Z)N(R 7 )S(0^ 
15 (R^NSCOXNCR^SCOnNCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R 5 )(R*)NS(0) n O, 
R 4 OS(0) n O,R 4 S,R 4 S(0) n , (R^NSP). andR 4 OS(0 )n , and Z, provided 
that Z is not directly attached to an aryl or heteroaryl ring; and wherem the 
C, 6 -alkyl, Ca^cycloalkyl, C M -alkenyl, C 2 .<-alkynyl, aryl, Ca-s-heterocyclo- 
30 alkyl, and heteroaryl residues are optionally and independently substituted by 



one or more groups selected from halogen, Ci^-alkyl, C^cycloalkyl, 
C 2 -6-alkenyl, C 2 -6-alkynyl, aryl, C 3 -8-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NQZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^ 6 )^ R 4 C(Z)N(R 7 ), 
(R^CR^NCX^NCR^.CR^CR^NCC^NCR^CX^NOR 8 ), 

5 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 XR^NS(0)»N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NOz, R 4 S(0) n N(R 7 ), (R^R^NSCO)^ 7 ), 
(R'XR^NCX^NCR^SCO^NCR^.R^C^NCR^SCO)^ 8 ), 
{R 5 )(R^NS(0) B N(R 7 )S(0)„N(R 8 ), R 4 OS(0)»N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R 5 )(R 6 )NS(0) n O, 

10 R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R 5 XR 6 )NS(OX lv R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci-6-alkyl, 
C 3 .g-cycloalkyl, C 2 ^-alkenyl, CWalkynyl, aryl, C3. 8 -heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ct-s-alkyl, C3. 8 -cycloalkyl, C 2 .e-alkenyl, 

15 C2-6-aIkynyl, aryl, C3^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R S )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ),(R 5 )(R <i )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^CR^NSCOy^R 7 ), 

20 (R S )(R^NC(Z3N(R 7 )S(0)„N(R 8 ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 

(R'XR^NSCO^NCR^SCOnNCR 8 ), R^SCOX^CR 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R 5 )(R')NS(0}A 
R 4 OS(0) n O, R 4 S, R 4 S(0)», (R S XR 6 )NS(0)„, R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 

25 X is selected from a bond, O, or NR 8 ; 
Y is selected from CO, C=S, and S0 2 ; 

R 3 is Ci^-alkyl, C3.8-cycloalkyl, C^-alkenyl, C 2 .6-alkynyl, aryl, C3-s-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Ci-6-alkyl, C3^-cycloalkyl, 
30 C 2 . 6 -alkenyl, C 2 . 6 -alkynyl, aryl, C 3 - 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 



(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R ), 

(R 5 )(R^NC(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

R*OC(Z)N(R W(R 8 ), (R^(R W B N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R ), 

R 4 SC(Z)N(R 7 ), azido, N0 2 , R^CW 7 ), (R«NS(0 )n N(R ), 
> (R^NC(^N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0)^(R 8 ), 

(R^NSCO.NCR^OnNCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
^(ZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NS^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0 )n , «NS(0). R 4 OS(0 )n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the C^-alkyl, 

0 C 38 -cycloalkyl,C^^^ 

heteroaryl residues are optionally and independently substituted hy one or more 
groups selected from halogen, C^-alkyl, C 3 .*-cycloalkyl, C^-alkenyl, 
C 2 6-alkynyl, aryl, C 3 . 8 -heterocycloaIkyl, heteroaryl, CN, R 4 C(Z), 
(R'XR^NCXZ), R 4 OC(Z), R 4 SC(Z), (R'XR 6 )*, R 4 C(Z)N(R 7 ), 

15 (R 5 )(R 6 )NC(Z)^ 

R^OC(Z)N(R 7 )C(Z)N(R 8 ) J (RWOWW^ R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R 6 )NS(0) n N(R 7 ), 
(R^N^NCR^SCO^NCR 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R 5 )(R 6 )NS(0) n N(R 7 )S(0) n N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
20 (R 5 )(R 6 )NC(Z)O,R 4 OC(Z)0,0 2 N0,R 4 S(0) n 0,(R 5 )(R^NS(0) n O, 

R 4 OS(0)„0, R 4 S, R 4 S(0) n , (R $ )(R 6 )NS(0) n , R 4 OS(0 )n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
Q^cycloalkyl, C 2 . 6 -alkenyl, C 2 . 6 -alkynyl, aryl, C 3 ^heterocycloallcyl, and 
heteroaryl residues are optionally and independently substitutedby one or more 
25 groups selected from halogen, C^-alkyl, C 3 *-cycloalkyl, CWalkenyl, 
CWalkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R 5 XR^NC(Z)N(R 7 ), (RWWWN^ 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCOnNCR^NCR 8 ), R 4 OC(Z)N(R ), 
30 R 4 SC(Z)N(R 7 ), azido, NO., R 4 S(0)„N(R 7 ), (R^NSCO^ 7 ), 
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(R^NCC^NCR^SCO^CR 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R^NSCO^SCO^NCR 8 ), R^OS^NCR 7 ), R 4 0, R 4 C(Z)0, 
(r^O, R 4 OC(Z)0, 0 2 N0, R 4 S(0)nO, (R^NS^O, 
R 4 OS(0)„0, R 4 S, R 4 S(0) m O^XR^NSCOV R 4 OS(0)n, and Z, provided that Z 

> is not directly attached to an aryl or heteroaryl ring; 

R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
C^-aikyl,' C 3 l-cycloalkyl, C^-alkenyl, C^alkynyl, aryl, and C^-hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C^-alkyl, C M -cycloaIkyl, C^alkenyl, C^alkynyl, 

10 aryl,C3,-heterocycloalkyl,heteroaryl,CN > R'C(Z),(R^ 

R 9 SC(Z), (R 10 )(R n )N, R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 ), 
(R'^^CC^NCR^a^NCR'^R'OCC^NCR^WNCR 13 ), 
(R'OXR^NSCO^^NCR 53 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0)nN(R 12 ), (R^CR'^NSCOoNCR 12 ), 
15 (R^CR^Na^NCR^SCO^CR 13 ), R 9 OC(Z)N(R 12 )S(0) n N(R 13 ), 

(R'W^NSCOnN^^SCOnNCR 13 ), R 9 0S(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )^ 1 ^NCCZP, R 9 OC(Z)0, 0 2 NO, R 9 S(0)„0, (R 10 )(R u )NS(O) n O, 
R 9 OS(0) n O, R 9 S, R 9 S(0 )n , (R 10 )(R' ^(O),, R 9 OS(0)n, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
20 C 3 8 -cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C 3 ^-cycloalkyl, C^alkenyl, 
C 2 6-alkynyl, aryl, C^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
( R "»)(R ll )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), 
25 (R 10 )(R n )NC(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R ,2 )C(Z)N(R ,3 ), 

R'O^N^^NCR 13 ), (R 10 )(R")NS(O) n N(R l2 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R'SCO^CR 12 ), 
(R^^^NSCO^NCR^^V^N^NCR^SCOmR 13 ), 

R»0C(Z)N(R ,2 )S(O) n N^ 
30 R 9 OS(0) n N(R 12 ), R 9 0, R 9 C(Z)0, (R l0 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, 



R 9 S(O) 0 O, (R^CR^NSCOnO, R 9 OS(0)„0, R 9 S, R^O)* (RWm 
R 9 OSCO)n, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 

5 membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, Ci^-alkyl, C 3 .s-cycloalkyl, C 2 -6-alkenyl, C^-alkynyl, aryl, 
Ca.B-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R I0 )(R n )N, R 9 C(Z)N(R 12 ), (R I0 )(R n )NC(Z)N(R 12 ), 

10 (R'^CR'^NC^NCR^C^NCR 13 ), R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), 

(R^'^NSCO^NCR^C^NCR 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R u ), azido, 
N0 2 , R^O)^ 12 ), (R ,0 )(R n )NS(O)„N(R 12 ), 
(R'^CR'^NQ^NCR'^O^R 13 ), R 9 OC(Z)N(R ,2 )S(0) n N(R 13 ), 
(R'^R'^NSCOnNCR'^S^nNCR 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 

15 (R 10 )(R n )NC(Z)O, R 9 OC(Z)0, OjNO, R 9 S(0) n O, (R ,0 )(R u )NS(O) n O, 

R 9 OS(0)aO, R 9 S, R 9 S(0) n , (R ,0 )(R u )NS(O)„, R 9 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the Ci^-alkyl, 
C3-8-cycloalkyl, C 2 _6-aIkenyl, C^-alkynyl, aryl, C3^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 

20 groups selected from halogen, Ci^-alkyl, C3^-cycloalkyl, C 2 -6-alkenyl, 
C 2 -6-alkynyl, aryl, C3.8-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 
(R ,0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R I0 )(R U )N, R 9 C(Z)N(R 12 ), 
(R 10 )(R n )NC(Z)N(R 12 ), (R 10 XR' 1 )NC(Z)N(R 12 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R ,2 )C(Z)N(R 13 ), (R^^^NSCO^NCR'^CC^R 13 ), 

25 R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R^O^CR 12 ), 
(JEL 10 )(R X ^NSCO^NOl 12 ), (R I0 )(R 1 1 )NC(Z)N(R 12 )S(0)„N(R 13 ), 
R 9 OC(Z)N(R 12 )S(O)„N(R l3 ),(R ,0 )(R ,1 )NS(O) n N(R 12 )S(O) I1 N(R 13 ), 
R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, (R l0 )CR")NC(Z)O, R 9 OC(Z)0, 0 2 NO, 
R 9 S(0) n O, (R ,0 )(R n )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0)„, (R I0 XR !, )NS(O)„, 

30 R 9 OS(0) n , and Z, provided that Z is not directly attached to an aryl or 
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heteroaryl ring; wherein the Ci^-alkyl, C^-cycloalkyl, C^-alkenyl, C 2 -6- 
alkynyl, aryl, C^heterocycloalkyl, and heteroaryl residues are optionally and 
independently substituted by one or more groups selected from halogen, 
C^-alkyl, Ca-s-cycloalkyl, CWalkenyl, CWalkynyl, aryl, C 3 -jrheterocyclo- 

5 alkyl, heteroaryl, CN, R 9 C(Z), (R l0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), 
(R l0 )(R l l )N, R 9 C(Z)N(R 12 ), (R l0 )(R u )NC(Z)N(R 12 ), 
(R^R 1 , )NC(Z)N(R l2 )C(Z)N(R 13 ), R 9 OC(Z)N(R l2 )C(Z)N(R 13 ), 
(R 10 )(R u )NS(O) n N(R ,2 )C(Z)N(R ,3 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0)^N(R la ), (R^^^NSCO^CR 12 ), 

10 (R l0 )(R n )NC(Z)N(R 12 )S(O) n N(R 13 ), R 9 OC(Z)N(R l2 )S(0) n N(R 13 ), 

(R 10 )(R M )NS(O) n N(R ,2 )S(O) n N(R 13 ), R 9 OS(0) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R ,l )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R l0 )(R n )NS(O) n O, 
R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R^CR'^NSCO^, R 9 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 

1 5 R 9 , R 10 , R l l , R 12 and R 13 are each independently selected from hydrogen, 
Ci-s-alkyl, C^g-cycloalkyl, C 2 ^6-alkenyl, C 2 .$-alkynyl, aryl, and C^g-hetero- 
cycloaUcyl, optionally and independently substituted by one or more groups 
selected from halogen, Ci_ 6 -alkyl, NH 2 , Ci^-alkylNH, (Ci^-alkyl)(Ci^-alfcyl)N, 
HO, C^-alkylO, 0 2 NO, and Cj^-alkylS, wherein the Ci^-alkyl residues are 

20 optionally and independently substituted by one or more halogens; 

or where any pair of R 9 , R 10 , R n , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C,. 6 -alkyl, NH 2 , C.^-alkylNH, (Ci^-alkyl)(C«-alkyl)N, HO, 

25 Ci^-alkylO, 0 2 NO, and Ci^-alkylS, wherein fee Ci^-alkyl residues are 
optionally and independently substituted by one or more halogens. 

15. A method according to claim 14, wherein R 1 is an aryl ring or heteroaryl 
ring, optionally and independently substituted in one or more positions by a 
30 group selected from halogen, Ci_ 6 -alkyl, C 3 .8-cycloalkyl, C 2 -6-alkenyl, 
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C«-alkynyl, aryl, Ca-rheterocycloalkyl, heteroaryl, CN, R C(Z), 
(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R ), 
(R^)NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(C-)^(R ), 

5 andCR^NSCOV, and wherein the C^-alkyl, C 3 *-cycloalkyl, C M -alkenyl 
Q.-alkynyl, aryl, C^-heterocycloalkyl, andheteroaryl residues axe optionally 
and independently substituted by one or more groups selected from halogen, 
C-alkyl, C 2 ,-alkenyl, C^-alkynyl, CN, R 4 C(Z), (R^NCCZ), R OC(Z), 
R 4 SC(Z), (R 5 )(R e )N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NCXZ)N(R 7 ), R 4 OC(Z)N<R ), 
10 R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R 5 )(R 6 )NS(0)^(R 7 ), R 4 Q, R 4 C(Z)0, 0 2 NO, 
(R^NCW, R 4 S, R^O)., (R^R^O). ^ Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C^-alkenyl, and C 2 . 6 -alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
15 C 2 .6-alkenyl,C 2 ^alkynyl,(R 5 )(R 6 )N,R 4 0,and0 2 NO; 

Z is a substituent connected by a double bond, and is selected from 0= and 
R*N=; 

^l\etecUfr^ 
20 substituted by one or more halogens; 
X is selected from a bond, O, or NR ; 
Y is selected from OO, OS, and SCfe; 

R 3 is Chalky!, C 3 ^cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
25 more positions by a group selected from halogen, C^-alkyl, C 3 . 8 -cycloalkyl, 
C^-alkenyl, C^-alkynyl, aryl, Cs^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCXZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0) n N(R 7 ), 
(R 5 )(R 6 )NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, (R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0) n , 
: 30 (R^NSCO),,, and Z, provided that Z is not directly attached to an aryl or 
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heteroaryl ring; and wherein the Ci^-alkyl, C3.g-cycloalkyl, Q^-alkenyL, 
CWalkynyl, aryl, C 3 .a-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
C,.*-alkyl, CWalkenyl, CWalkynyl, CN, R 4 C(Z), (R^O^NCCZ), R 4 OC(Z), 

5 R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), (R 5 XR^NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), ^XR^NSCO^NCR 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 
(R 5 )(R*)NC(Z)0, R 4 S, R 4 S(0) m (R^R^NSCOn, and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Ci-6-alkyl, 
C 2 -6-alkenyl, and C^-alkynyl residues are optionally and independently 

10 substituted by one or more groups selected from halogen, Ci.e-alkyl, 
C^-alkenyl, C 2 . 6 -alkynyl, (R^CR^N, R 4 0, and 0 2 NO; 
R 4 ,R 5 ,R*,R 7 ,andR 8 are each independently selected from hydrogen, 
CWalkyl, Ca^-cycloalfeyl, C 2 _$-aIkenyl, C 2 .6-alkynyl, aryl, C M -hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R U )NC(Z), R 9 OC(Z), R 9 SC(Z), 

15 (R 10 )(R l l )N, R 9 C(Z)N(R 12 ), (R I0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 

R 9 SC(Z)N(R 12 ), R 9 S(0)nN(R 12 ), ^^^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R u )NC(Z)O, R 9 S, R 9 S(0) n , andCR 10 )(R ll )NS(O) n ; and wherein the 
d^-alkyi, C 3 ^-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C^s-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 

20 by one or more groups selected from halogen, CWalkyl, C^-alkenyl, 

C 2 . 6 -alkynyl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, 
R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0) n N(R 12 ), (R l0 )(R n )NS(O)„N(R 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0) n , (R ,0 )(R u )NS(O) n , and Z, provided that Z is 

25 not directly attached to an aryl or heteroaryl ring; wherein the Ci^-aUcyl, 
CWalkenyl, and C^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci-e-alkyl, 
C^-alkenyl, C 2 . 6 -alkynyl, (R 10 )(R n )N > R 9 0, and 0 2 NO; 
or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 

30 membered ring, and which ring optionally contains 1 -3 heteroatoms, or 1 -3 
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double bonds, and which optionally is substituted by a group selected from 
halogen, Ci^-alkyl, C^-cycloalkyl, CWalkenyl, C 2 -6-alkynyl, aryl, 
C 3 ^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R l0 )(R u )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R ,0 )(R ll )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
5 R 9 SC(Z)N(R 12 ), R 9 S(0)nN(R 12 ), (R ,0 )(R n )NS(O)nN(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R u )NC(Z)O, R 9 S, R 9 S(0)n, andCR^CR^NSCO)*; and wherein the 
Ci-6-alkyl, C 3 -8-cycloaIkyl, C 2w6 -alkenyl, CWalkynyl, aryl, C^-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Chalky!, C^-alkenyl, 

10 C 2 . 6 -alkynyl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R 11 )N, 
R 9 C(Z)N(R 12 ), (R !0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0) n N(R 12 ), (R ,0 )(R ll )NS(O) Il N(R 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R ,0 )(R u )NC(Z)O, R 9 S, R 9 S(0) m (R l0 )(R n )NS(O) to and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 

1 5 C 2 «6-alkenyl, and C 2 -6-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^aUcyl, 
C M -alkenyl, C^-alkynyl, (R ,0 )(R n )N, R 9 0, and 0 2 NO; 
R 9 , R 10 , R n , and R 12 are each independently selected from hydrogen, Ci_6-alkyl, 
C 2 ^-alkenyl, and C^-alkynyl, optionally and independently substituted by one 

20 or more groups selected from halogen, C^-alky!, NH 2 , C^-alkylNH, 

(C w -alkyl)(C,^-alkyl)N, HO, C^alkylO, and 0 2 NO, wherein the C w -alkyl 
residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R 11 , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 

25 double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, NH 2 , C^-alkylNH, (Ci^-alkyl)(C^-alkyl)N, HO, 
Ci. 6 -alkylO, and 0 2 NO, wherein the Ci^-alkyl residues are optionally and 
independently substituted by one or more halogens; 

30 as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof 



16. A method according to any of claims 14-15, wherein R 1 is benzene, pyrrole, 
furan, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, 
indole, indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, 
isoquinoline, 1,2,3,4-tetrahydroisoquinoline, quinolizine, benzoforan, 
isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazole, benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, w-propyl, 
isopropyl, H-butyl, ^ec-butyl, isobutyl, ferf-butyl, /i-pentyl, isopentyl, n-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyciobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
cyano, carbomethoxy, carboethoxy, carboisopropoxy, amino, methylamino, 
ethylamino, »-propylamino, isopropylamino, /i-butylamino, terf-butylamino, 
iVi/^dimethjIamino, i^-methyl-iV-ethylamino, ^ JV-diethylamino, tf-methyl-tf- 
isopropylamino, iV^ethylrAMsopropylamino, 1-pyrrolidyl, 2-pyrTolidyl, 
3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4- 
piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, 
isopropyloxy, /i-propyloxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydro- 
pyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, 
acetyl, propionyl, pivaloyl, carbamoyl, //-methylcarbamoyl, M#-dimethyl- 
carbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 0= is not 
directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, ter/-butyl, 1-pentyl, 1-hexyl, 
1-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, 1-nonadeca- 
4,7,1 0,13-tetraenyl, 3-methylbutyl, phenyl, 2-fluoiophenyl, 3-fluorophenyl, 
3-chlorophenyl, 3,4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
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3,4-dichlorophenyl, 3,5-dichlorophenyl, 3-chloio-4-fluorophenyl, 4-chloro-3- 
fhiorophenyl, 2-fluoro-5-iodophenyi, 2-methylphenyi, 3-methylphenyl, 

4- methylphenyl, 4-ferf-butylphenyl, 4-pentylphenyl, 3,4-dimethylphenyl, 

5- fluoro-2-methylphenyl, 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 
5 4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 

4-methoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 
3,4-methylenedioxyphenyl; or cyclopropyl, cyclopropylmethyl, cyclopentyl, 
cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 

10 quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydro- 
isoqninoline, quinolizine, benzofuran, isobenzofuran, chroman, 
benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 

15 fluorine, chlorine, methyl, ethyl, tf-propyl, isopropyl, n-butyl, sec-butyl, 
isobutyl, ter*-butyl, n-pentyl, isopenlyl, n-hexyl, isohexyl, fluoromethyl, 
difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 
3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 

20 carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, n-propyl- 
amino, isopropylamino, /i-butylamino, ter/-butylamino, JV; JV-dimethylamino, 
N-methyl-iV^ethylamino, MiV-diethylamino, JV-methyl-iNT-isopropylamino, 
JV-ethyl-TS^-isopropyiamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

25 4-methyl- 1 -piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iV-methylcarbamoyl, iV,iV-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0~, provided that 0= is not directly connected to a 
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heteroatom or to a carbon with a double bond; Y is OO or S0 2 , and X is a 
bond; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 

5 1 ^^,4-tetrahydroquinoline, isoquinoline, 1^,3,4-tetrahydroisoquinoline, 

quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 

10 ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, /erf-butyl, w-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromefliyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyi, cyclopropylmethyi, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 

15 amino, methylamino, ethylamino, »-propylamino, isopropylamino, n-butyl- 
amino, /er/-butylamino, MW-dimethylamino, JV-methyl-iV-ethylamino, 
MN-diethylamino, JV^methyl-iV^isopropylamino, W-ethyl-AMsopropylamino, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyi-l-piperazinyl, 

20 hydroxy, methoxy, ethoxy, isopropyloxy, w-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydrofiiryl, 3-tetrahydrofutyl, 
1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, JV-methylcarbamoyl, 
jV;W-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 

25 CM is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methylpropyl, terf-butyl, pentyl, hexyl, heptyl, 
3-methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 
l-heptadeca-8,1 1-dienyl, l-heptadeca-8,ll,14-trienyl, l-nonadeca-4,7,10,13- 
30 tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 3,4-difluoro- 
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phenyl, 3,5-difluorophenyl, 3-chlorophenyl, 4-chlorophenyl, 2,4-dichloro- 
phenyl, 3,5-dichIorophenyl, 3-chloro-4-fluorophenyi, 4-cMoro-3-fluorophenyl, 

2- methylphenyl, 3-methylphenyl, 4-methylphenyl, 4-terf-butylphenyl, 
4-pentylphenyl, 3,4-dimethylphenyl, 1-trifluoromethylphenyl, 2-trifluoro- 

5 methylphenyl, 3-trifluoromethylphenyl, 2*cyanophenyl, 3-cyanophenyl, 
4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomethoxyphenyl, 4-carbo- 
methoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 4-carboethoxy- 
phenyl, 2-carboisopropoxyphenyl, 3-carboisopropoxyphenyl, 4-carboiso- 
propoxyphenyl, 2-nitrophenyi, 3-nitrophenyl, 4-nitrophenyl, 3,5-dinitrophenyl, 

10 2-methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 2-ethoxyphenyI, 

3- ethoxyphenyl, 4-ethoxyphenyl, 3,4-methylenedioxyphenyl, 2-trifluaro- 
tnefhoxyphenyl, 3-trifluoromethoxyphenyl, 4-trifluoromelhoxyphenyl, or 
cyclopropylmethyl, cyclopentyl, benzyl, pyrrolidine, piperidine, pyrrole, fiiran, 
thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, 

15 indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 
1 ,2,3,4-tetrahydroisoqxiinoline, quinolizine, benzofuran, isobenzofiiran, 
chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, 
benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, 
optionally and independently substituted in one or more positions by a group 

20 selected from fluorine, chlorine, methyl, ethyl, H-propyl, isopropyl, n-butyl, 
$ec-butyl, isobutyl, terf-butyl, n-pentyl, isopentyl, «-hexyl, isohexyl, 
fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 
2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, 

25 methylamino, ethylamino, /i-propylamino, isopropylamino, n-butylamino, tert- 
butylamino, TV; JNT-dimethylamino, iV'-methyl-iV-ethylamino, JV^JV-diefliylamino, 
iV^methyl-AT-isopropylamino, iV-ethyl-iV-isopropylamino, 1-pyrrolidyl, 
2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyI, 
l~methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, nitro, hydroxy, 

30 methoxy, ethoxy, isopropyloxy, /i-propyloxy, 2-tetrahydrofutyl, 3-tetrahydro- 
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faiyl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 
4-morphoIinyl, thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, JV-methyl- 
carbamoyl, i\£Af-dimethyicarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, 
provided that 0= is not directly connected to a heteroatom or to a carbon with a 
5 double bond, Y is OO and C=S, and X is NH, NMe, NEt or NCF 3 ; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzofiiran, isobenzofuran, chroman, benzothiophene, pyridazine, 

1 0 pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 

1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, n-propyl, isopropyl, tf-butyl, sec-butyl, isobutyl, ter/-butyl, n-pentyl, 
isopentyl, w-hexyl, isohexyl, fluoromethyl, diflubromethyl, trifluoromethyl, 

15 cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, /i-propylamino, 
isopropylamino, n-butylamino, /^/-butylamino, N, JV-dimethylamino, N-methyl- 
AT-ethylamino, iV;jV~diethylamino, AT-methyl-A^isopropylamino, tf-ethyl-iSMso- 

20 propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, rc-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofwyl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-moipholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 

25 carbamoyl, JV-methylcarbamoyl, JV^-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, tert-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
30 1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,ll-dienyl, 1-heptadeca- 



8,1 1,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 
methyl, ethyl, n-propyl, isopropyl, w-butyl, sec-butyl, isobutyl, ferf-butyl, 
n-pentyl, isopentyl, tf-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
5 methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethyiamino, n-propylamino, 
isopropylamino, w-butylamino, ter^butylamino, JV^dimethylamino, iV-methyl- 
Methylamino, AT, jV^diethylamino, JV-methyl-iV-isopropylamino, A^ethyl^AT-iso- 
10 propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 

3- piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, /i-propyloxy, 2-tetra- 
hydrofiiryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 

15 carbamoyl, AT-methylcarbamoyl, tyiV^dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0% provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; or cyclopropyl, cyclopropyl- 
methyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, tbiazole, pyridine, indole, indoline, isoindoline, 

20 quinoline, 1^,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroiso- 
quinoline, quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, 
pyridazine, pyrimidine, pyrazine, indazole, benzirnidazole, quinazoline, 
quinoxaline, 1 ,3-benzodioxoIe, and benzodioxane, optionally and independently 
substituted in one or more positions by a group selected from halogen, methyl, 

25 ethyl, n-propyl, isopropyl, n-butyl, sec-buty\, isobutyl, terf-butyl, n-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromefliyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

4- pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 

30 isopropylamino, w-butylamino, terf-butylamino, T^N-dimethylamino, N-methyl- 



tf-ethylamino, W-memylamino, jV-methyl-N-isopropylamino, iV-ethyl-JV- 
isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 

2- piperidyl, 3-piperidyl, 4-piperidyl, l-memyl-4-piperidyl, 1-piperarinyl, 
4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, /i-propyioxy, 

5 2-tetrahydrofuryl, 3-tetrahydroturyl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, tf-methylcarbamoyl, iWdimemylcarbamoyl, memylsulfinyl, 
methylsulfonyl, and CM, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 

10 YisCM3,andXisO; 



as 



well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 



17. A method according to any of claims 14-16, wherein R 1 is 2-chlorophenyl, 
15 5-chloro-2-cyanophenyl, 4-dimemylaminophenyl, 4-carbomethoxyphenyl, 
1 ,3,5-trimethyl-lif-pyrazol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 
3-carbomethoxythien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oleoyl, (l/^2£5£)-(-)-menthyl, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 

3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, 5-fluoro-2-methyl- 
20 phenyl, 4-fer/-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyl, 2-furyl, 2,5-dimewyl-3-furyl, 

2- carbomemoxy-5-ruryl, 1 -methyl- ltf-pyrrol-2-yl, 3-methyl-2-benzoturyl, or 

3- methyl-2-thienyl, Y is OO, C=S or S0 2 , and X is a bond, NH, NHMe, or O; 

25 as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

1 8. A method according to any of claims 14-17, wherein the compound is 
selected from the compounds according to claim 5. 

30 as well as pharmaceutically acceptable salts, stereoisomers or prodrugs mereof. 



19. A method for inhibiting 1 5-lipoxygenase in a mammal in need thereof, 
comprising administering to the mammal a therapeuticaUy effective amount of 
a compound of formula (II): 

N 

5 

(ID 

wherein: 

R« is an aryl ring or heteroaryl ring, optionally and independently substituted in 
10 one or more positions by a group selected from halogen, C^-alkyl, 
Cwrcycloalkyl, C M -alkenyl, C^-alkynyl, aryl, C 3 ^heterocycloalkyl, 
heteroaryl, CN, R 4 C(Z), (R 5 )(R^NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )(R«)N, 
R 4 C(Z)N(R 7 ), (R 5 )(R^NC(Z)N(R 7 ), (R^N^N^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^^NSCOnN^CX^NCR 8 ), R 4 OC(Z)N(R 7 ), 
15 R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R s )(R 6 )NS(0) n N(R 7 ), 
(R^NCX^N^SCO)^ 8 ), R 4 OC(Z)N(R 7 )S(0)^(R 8 ), 
(R^KS^nNCR^SCOWR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^(R«)NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NS^O, 
R 4 OS(0) n O, R 4 S, R^O)* (R 5 )(R 6 )NS(0)„, and R 4 OS(0)„; and wherein the 
20 C.6-alkyl, C 3 .8-cycloalkyl, CWalkenyl, Qw-alkynyl, aryl, CWhetero- 

cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, CWalkyl, C^-cycloalkyl, 
C^-alkenyl, Cw-alkynyl, aryl, C«-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
25 (R 5 )(R 6 )NC(Z)N(R 7 ), (R S )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^OWW 3 ). R 4 OC(Z)N(R 7 ), 



R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), ^(0^), 
(R^NCC^NCR^SCOnNCR 8 ), R^CC^N^SCO)^ 8 ), 

(r^nsco^sco^CR 8 ), R 4 os(oy^(R 7 ), R 4 o, R 4 C(Z)0, 

(R^NC^O, R 4 OC(Z)0, 0 2 N0, (R^NSCOXA 

is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C 3 8 -cycloalkyl, C^alkenyl, C«-alkynyl, aryl, C^heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Chalky!, C 3 . 8 -cycloalkyl, C^-alkenyl, 
10 C^-alkynyl, aryl, Ca-s-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R'XR 6 )*, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R"OC(Z)N(R 7 )C(Z)N(R 8 ), (R^^NSCO^^NCR 8 ), R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), 
15 (R^CR^NCC^NCR^O^CR 8 ), R^C^N^SCO^CR 8 ), 

(R^NSCO^NCR^SCOnNOR. 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R^NC(Z)0, R 4 OC(Z)O s 0 2 NO, R 4 S(0)„0, (R^NS^O, 
R 4 OS(C-) n O, R 4 S, R 4 S(0) n , (R^NSCO),,, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
20 Z is a substituent connected by a double bond, and is selected from 0=, S=, 
r4n=> (R s )(R «)NN=, R 4 ON=, (RWNW^ NCN=, 0 2 NCH=, and 

(R^R^C-, 
n is 1 or 2; 

R 2 is selected from hydrogen and CWalkyl, optionally and independently 
25 substituted by one or more halogens; or where R l and R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
heteroatoms, or 1 -3 double bonds, and which optionally is substituted by a 
group selected from halogen, CWalkyl, Cj-s-cycloalkyl, CWalkenyl, 
Qwralkynyl, aryl, C 3 - 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
30 (R'XR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
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20 



(R^NCCZ^CR 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OCXZ)N(R 7 )C(Z)N(R 8 ), (RWSWW'), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)NCR 7 ), azido, NO* R^CO^CR 7 ), (R 5 )(R^NS(0)„N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ), R 4 OC(Z)N(R 7 )S(0)^(R 8 ), 
(R^NSCO^CR^nNCR 8 ), R 4 0S(O)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^ZJO, R 4 0C(Z)0, OiNO, R 4 S(0) n 0, (R^W, 
R 4 0S(0) n 0, R 4 S, R^O)., (R^CR^NSCO). and R^O)., and Z, provided 
that Z is not directly attached to an aryl or heteroaryl ring; and wherein the 
Ci-eralkyl, C^-cycloalkyl, C^-alkenyl, C 2 ^alkynyl, aryl, C 3 -s-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C^alkyl, Q^-cycloalkyl, 
C^-alkenyl, C M -alkynyl, aryl, Ca-g-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R^NC(Z)N(R 7 ), (R^NCC^NCR^C^NCR 8 ), 
R^^NCR^NCR 8 ), (R^NSCO.NCR^NCR^R^^NCR 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^NSCO)^), 
(R'XR^NCC^NCR^SCOnNCR 8 ), R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R^NSCOnNCR^SCO^CR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NSCO)^, 
R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R^NSCO),,, R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
C^-cycloalkyl, C^-alkenyl, CWalkynyl, aryl, C 3 . 8 -beterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, Cs-s-cycloalkyl, Q^-alkenyl, 
; CWalkynyl, aryl, Cs-g-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), R 4 C(Z)N(R 7 ), 
(R S )(R 6 )NC(Z)N(R 7 ), (R^N^NCR^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^OW 7 )^ 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^KSCO^NCR 7 ), 
0 (R 5 )(R 6 )NC(Z)N(R 7 )S(0)„N(R 8 ), R'O^N^SCOX.NCR 8 ), 
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(R^CR^NSCO^NCR^SCOy^CR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R*)NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0)»0, (R^CR^NSCO^O, 
R 4 OS(0)„0, R 4 S, R 4 S(0) n , (R^CR'ONSCO),,, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
5 X is selected from a bond, O, or NR 8 ; 
Y is selected from CO, OS, and S0 2 ; 

R 3 is Cj.e-alkyl, C^-cycloalkyl, C 2 -6-alkenyl, C^-alkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Ci-g-alkyl, C 3 .g-cycloalkyl, 
1 0 Ci^-alkenyl, C 2 -6-alkynyl, aryl, C3^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 

(R^CR^ncc^ncr^.cr'xr^ncc^ncr^^ncr 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^CR^JSCO^^C^NCR 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0)„N(R 7 ), (R^flR^NSCOnNCR 7 ), 

15 (R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 

(R^(R^NS(0)„N(R 7 )S(0)»N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^R^NSCO^O, 
R 4 OS(0) n O, R 4 S, ffSCOX, (R s XR c )NS(0)b R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the Ci^-alkyl, 

20 C3.8-cycloalkyl, C^alkenyl, C 2 _6-alkynyl, aryl, C3^-heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ci^-alkyl, C3^-cycloalkyl, C^-alkenyl, 
C 2 -6-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R*)NC(Z), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 

25 (R'XR^NC^NCR 7 ), (R 5 )(R^NC(Z)N(R 7 )C(Z)N(R 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0)»N(R 7 ), (R^CR^NSCO^NCR 7 ), 
(R 5 )(R^NC(Z)N(R 7 )S(0),,N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R s )(R^NS(0) n N(R 7 )S(0)„N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 

30 (R'XR^NCCZX), R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
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R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R s XR'yNS(0}» R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
CWcycloalkyl, C 2 -6-alkenyl, C 2 .<;-alkvnyl, aryl, C w -heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 

5 groups selected from halogen, Ci^-alkyl, C^-cycloalkyl, C 2 -6-aIkenyl, 
C2-6-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCC^NCR^^CR'ONCC^NCR^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 XR^NS(0)^(R 7 )C*Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 

10 R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R S )(R^NS(0)„N(R 7 ), 
(R s )(R 6 )NC(Z)N(R 7 )S(0)„N(R*), R 4 OC(Z)N(R 7 )S(0)«N(R 8 ), 
(R^(R^NS(0)„N(R 7 )S(0) n N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR'ONCCZp, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(O) 0 O, R 4 S, R 4 S(0)„, (R^R'ONSCO)^ R 4 OS(0)„, and Z, provided that Z 

15 is not directly attached to an aryl or heteroaryl ring; 

R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
C^-alkyl, C 3 _8-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, and C 3 . 8 -hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, Ci^-alkyl, C 3 ^-cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, 

20 aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R 10 )(R l l )N, R 9 C(Z)N(R 12 ), (R ,0 )(R' ^NC^NCR 12 ), 
(R I0 XR U )NC(Z)N(R ,2 )C(Z)N(R 13 ), R 9 OC(Z)N(R l2 )C(Z)N(R 13 ), 
(R'^CR'^NSCO^NCR'^^ZONCR 13 ), R 9 0C(Z)N(R 12 ), R 9 SCCZ)N(R 12 ), azido, 
N0 2 , R^O^NCR 12 ), (R'^CR'^NSCO^NCR 12 ), 

25 (R ,0 )(R n )NC(Z)N(R 12 )S(O) n N(R 13 ),R 9 OC(Z)N(R 12 )S(O) D N(R 13 ), 

(R 10 )(R n )NS(O) n N(R 12 )S(O)^(R 13 ), R 9 OS(0) B N(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R 10 )(R u )NS(O)„O, 
R 9 OS(0) n O, R 9 S, R 9 S(0) 0 , (R ,0 )(R n )NS(O) n> R 9 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 

30 CM-cycloalkyl, Qj^-alkenyl, CWalkynyl, aryl, C^g-heterocycloalkyl, and 



heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, CWalkyl, C 3 -8-cycloalkyl, CWalkenyU 
CWalkynyi, aryl, C 3 ^-heterocycloaIkyl, heteroaryl, CN, R 9 C(Z), 
(R 10 XR U )NC(Z), R 9 OC(Z), R 9 SC(Z), (R l0 )(R n )N, R 9 C(Z)N(R 12 ), 

5 (R ,0 )(R U )NC(Z)N(R 12 ), (R^XR'^NCC^N^^CC^NCR 13 ), 
R^CC^N^^CCZONCR^XCR^CR'^NSCOy^CR'^CC^NCR 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0)„N(R 12 ), 
(R 10 KR n )NS(O) n N(R 12 ), (R 10 )(R ! l y^C(Z^(R l2 )S(0)^(K 13 ), 
R^CC^NCR'^SCO^NCR 13 ), (R 10 )(R' 1 )NS(0) n N(R l2 )S(0) n N(R 13 ), 

10 R 9 OS(0)Jtf(R ,a >, R 9 0, R 9 C(Z)0, (R l0 )(R u )NC(Z)O, R 9 OC(Z)0, OzNO, 

R 9 S(0) n O, (R 10 )(R n )NS(O)„O, R 9 OS(0) n O, R 9 S, R 9 S(0)t, (R 10 )(R n )NS(O) n , 
R 9 OS(0)n, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 

1 5 membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, Ci^-alkyl, C 3 ^-cycloalkyl, Q^-alkenyl, C 2 ^-alkynyl, aryl, 
Ca-s-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R 10 )(R U )NC(Z)N(R 12 ), 

20 (R ,0 XR M )NC(Z)N(R 12 )C(Z)N(R 13 ), R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), 

(R 10 )(R ,l )NS(O) I1 N(R I2 )C(Z)N(R ,3 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0)„N(R 12 ), (R ,0 )(R n )NS(O) n N(R 12 ), 
(R^CR'^N^NCR'^SCOnNCR 13 ), R 9 OC*Z)N(R ,2 )S(0),^(R 13 ), 
(R ,0 )(R n )NS(O) n N(R 12 )S(O) n N(R ,3 ), R'OSCO^CR 12 ), R 9 0, R 9 C(Z)0, 

25 (R}°)(R X l )NC(ZyO, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R ,0 )(R u )NS(O)„O, 

R 9 OS(0) n O, R 9 S, R 9 S(0) to (R 10 )(R")NS(O)„, R 9 OS(OV, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the Ci^-alkyl, 
C 3 .g-cycloalkyl, C 2 ^-alkenyl, C 2 . 6 -alkynyl, aryl, C 3 _g-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 

30 groups selected from halogen, Chalky!, C 3 _g-cycloalkyl, C2.6-alkenyl, 



C^alkynyl, aryl, C„-heterocycloalkyl, heteroaryl, CN, R C(Z) 
(R^CR^NCCZ), R 9 OC(Z), R'SC(Z), (R 10 )(R U )N, R 9 C<Z)N(R ), 
(RV l )NC(Z)N(R^(RV')mZ)N(R ,2 )W^^ 

> R»OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, NO,, R 9 S(0),N(R 12 ), 
(R^^^NSCOXNCR 12 ), (R^CR^N^NCR^SCO.NGR 13 ), 
R>OC(20N<R l2 )S(O)^^ 

R*OS(0) n N(R 12 ), R'O, R 9 C(Z)0, (R'°)(R»)NC(Z)0, R 9 OC(Z)0, 0 2 N0, 
R 9 S(O) n 0, (R 10 )(R ll )NS(O) n O, R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R 1( ^(R )NS(0)» 
0 R'OSCO^ and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; wherein the C^alkyl, C 3 . 8 -cycloalkyl 5 C M -alkenyl, 
Q^alkynyl, aryl, C^-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substitutedby one or more groups selected from halogen, 
C^-alkyl, C 3 .8-cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, 
15 c 3 ^eterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R^NCCZ), R 9 OC(Z), 
R 9 SC(Z), (R 10 )(R n )N, R 9 C(Z)N(R 12 ), (R^CR^NC^NCR 12 ), 
(R^^^NCC^NCR^^NCR 13 ), R 9 OC(Z)N(R ,2 )C(Z)N(R 13 ), 
(R'0)(R»)NS(O) n N(R ,2 )C(Z)N(R 13 ), R 9 OC(Z)N(R ,2 ), R 9 SC(Z)N(R 12 ), azido, 
NO* R 9 S(0)„N(R 12 ), (RVW^), 
20 (R^(R»)NC(Z)N(R 12 )S(0^ >' 

(R 10 )(R n )NS(O)nN(R 12 )S(O) n N(R 13 ), R 9 OS(0)nN(R 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R'S^O, (R 10 )(R U )NS(O)„O, 
R'OS(0) n O, R 9 S, R^O),, (R^CR^NSCO^ R 9 OS(0 )n> and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
25 R 9 , R 10 , R", R 12 and R 13 are each independently selected from hydrogen, 
C 16 -alkyl, C^-cycloalkyl, CWalkenyl, Q^-alkynyl, aryl, and Q-s-hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C^alkyl, NH 2 , C^-alkylNH, (Ca-alkylXC^alkyDN, 
HO, C^-alkylO, 0 2 NO, and CWalkylS, wherein the C^-alkyl residues are 
30 optionally and independently substituted by one or more halogens; 



or where any pair of R 9 , R 10 , R n , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C u<r alkyl, NH 2 , C,^-alkylNH, (C,^alkyl)(Ci^alkyl)N, HO, 
Ci^-alkylO, O2NO, and C^-alkylS, wherein the Ci^-alkyl residue are 
optionally and independently substituted by one or more halogens. 

20. A method according to claim 19, wherein R 1 is an aryl ring or heteroaryl 
ring, optionally and independently substituted in one or more positions by a 
group selected from halogen, Ci^-alkyl, C3^-cycloalkyl, Qj.a-alkenyl, 
C 2 .6-alkynyl, aiyl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NQZ), R 4 OC(Z), R 4 SC(Z) f (R^R^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R*)NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), 
(R 5 )(R^NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, (R 5 )(R^NC(Z)0, R 4 S, R 4 S(0) n , and 
(R^CR^NSCO)^ and wherein the CWalkyl, C^-cycloalkyl, C 2 -6-alkenyl, 
C 2 ^-alkynyl, aryl, C^-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
CWalkyl, C 2 . 6 -alkenyl, C^-alkynyl, CN, R 4 C(Z), (R 5 )(R^NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R 5 )(R*)N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R^CR^NSCOnNCR 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 
(R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0) n , (R^CR^NSCO)* and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the C N6 -alkyl, 
C2-6-alkenyl, and C^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci^-alkyl, 
CWalkenyl, C^-alkynyl, (R^O^N, R 4 0, and 0 2 NO; 
Z is a substituent connected by a double bond, and is selected from 0 s and 
R 4 ^; 
n is 1 or 2; 

R 2 is selected from hydrogen and Ci. 6 -alkyl, optionally and independently 
substituted by one or more halogens; 
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X is selected from a bond, O, or NR. 8 ; 
Y is selected from C==0,C=S, and S0 2 ; 

R 3 is C^-alkyl, C M -cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C^-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
5 more positions by a group selected from halogen, Ci^-alkyl, Cwcycloalkyl, 
C 2 ^-alkenyl, C 2 .6-aIkynyl, aryl, C3.g-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^ 6 )!*, R 4 C(Z)N(R 7 ), 
(R^CR^N^NCR 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0) n N(R 7 ), 
(R^CR^NS^nNCR 7 ), R 4 0, R 4 C(Z)0, (R^CR^NCC^O, R 4 S, R 4 S(0)n, 

10 (R 5 XR 6 )NS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; and wherein the Ci^-alkyl, C3-8-cycloalkyl, C 2 .$-alkenyl, 
C^-alkynyl, aryl, Ca.g-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
C^-alkyl, C 2 . 6 -alkenyl, C 2 ^-alkynyl, CN, R 4 C(Z), (R^CR^NCCZ), R 4 OC(Z), 

15 R 4 SC(Z), (R^^N, R 4 C(Z)N(R 7 ), (R 5 )(R>JC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0)nN(R 7 ), (R 5 )(R 6 )NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, WO, 
(R'XR^NCCZp, R 4 S, R 4 S(0)„, (R^CR^NSCO),,, and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Cj^-alkyl, 
C 2 ^-alkenyl, and C^-alkynyl residues are optionally and independently 

20 substituted by one or more groups selected from halogen, Ci -6-alkyl, 
C^-alkenyl, C 2 ^-alkynyl, (R^R^N, R 4 0, and 0 2 NO; 
R 4 , R s , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
Ci.6-alkyl, C 3 .8-cycloalkyl, C^-alkenyl, Q^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R")NC(Z), R 9 OC(Z), R 9 SC(Z), 

25 (R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 

R 9 SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (R^CR'^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 S, R 9 S(0) n , andCR^CR^NSCO),,; and wherein me 
Ci^-alkyl, C 3 -a-cycloalkyl, C^-alkenyl, CWalkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 

30 by one or more groups selected from halogen, Ci^-alkyi, CWalkenyl, 
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R 9 C(Z)N(R' 2 ), (R 10 )(R U )NC(Z)N^ 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R ), 
R 9 S(0 )n N(R 12 ), (R^W^NCR 12 ), R*0, R 9 C(Z)0, 0 2 NO, 
(R^W^O, R 9 S, R 9 S(0) n , (R^CR^NSCO)., and Z, provided that Z * 
5 not directly attached to an aryl o^ 

C 2 _«-alkenyl, and C M -alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
C^-alkenyl, C 2 . 6 -alkynyl, (R 10 )(R U )N, R 9 0, and 0 2 NO; 
or where any pair of R 4 , R 5 , R 6 > R 7 , and R 8 are optionally joined to form a 5-7 
10 memberedring, and wbichring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, C^-cycloalkyl, C 2 . 6 -alkenyl, C 2 . 6 -aIkynyl, aryl, 
Cs^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R'W l )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R'^CR^N, R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
15 R 9 SC(Z)N(R 12 ), R 9 S(0) n N(R 12 ), (^(R^Oy^ 2 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R ll )NC(Z)O, R 9 S, R 9 S(C-) n , and(R 10 )(R n )NS(O) n ; and wherein the 
CWalkyl, C 3 . 8 -cycloalkyl, C^alkenyl, Q^alkynyl, aryl, C 3 . r hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C^-alkyU C 2 -6-alkenyl, 
20 C, 6 -alkynvl, CN, R 9 C(Z), (R'VWZ), R 9 OC(Z), R 9 SC(Z), (R 10 )(R ll )N, 
R 9 C(Z)N(R 12 ), (R l0 )(R n )NC(Z)N(R 12 ), R 9 OCXZ)N(R 12 ), R 9 SC(Z)N(R ), 
R 9 S(0) n N(R 12 ), (R^CR'^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, C- 2 NO, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0) n , (R l0 )(R n )NS(O) n , and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 
25 C^-alkenyl, and CWalkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
\ C«-alkenyl, C^-alkynyl, (R 10 )(R U )N, R 9 0, and 0 2 NO; 

: R 9 , R 10 , R", and R 12 are each independently selected from hydrogen, Ci^-alkyl, 

C 2 ' 6 -alkenyl', and C 2 . 6 -alkynyl, optionally and independently substituted by one 
: 30 or more groups selected from halogen, Cs-alkyl, NH 2 , C,. 6 -alkyINH, 
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(C,^aIkyl)(Ci^alkyl)N, HO, C^-alkylO, and O2NO, wherein the Chalky! 
residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R 1 1 , and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
5 double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, NH 2 , d^-alkylNH, (C^-alkylXC^alkyON, HO, . 
CwalkylO, and O2NO, wherein the Ci-6-alkyl residues are optionally and 
independently substituted by one or more halogens; 

10 as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

21 . A method according to any of claims 19-20, wherein R 1 is benzene, pyrrole, 
furan, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, 
indole, indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, 

15 isoquinoline, 1 ,2,3,4-tetrahydnrisoquinoline, quinolizine, benzofiiran, 

isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazole, benzimidazole, quinazoline, quinoxaline, 1 s 3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, w-propyl, 

20 isopropyl, w-butyl, sec-butyl, isobutyl, terf-butyl, n-pentyl, isopentyl, n-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyI, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
cyano, carbomethoxy, carboethoxy, carboisopropoxy, amino, methylamino, 

25 ethylamino, n-propylamino, isopropylamino, /i-butylamino, terf-butylamino, 
JV; Mdimethylamino, i^-methyl-Methylamino, iST^-diethylamino, iV-methyWV- 
isopropylamino, JV-ethyl-iV-isopropylamino,"l-pyrrolidyl, 2-pyrrolidyl, 
3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4- 
piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, 

30 isopropyloxy, /2-propyloxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydro- 



pyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyi, thiomethyl, 
acetyl, propionyl, pivaloyl, carbamoyl, TV^methylcarbamoyl, A£iV-dimethyl- 
carbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 0= is not 
directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, tert-butyl, 1-pentyl, 1-hexyl, 
1-heptyi, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-8,ll-dienyl, 1 -heptadeca-8, 11,1 4-trienyl, 1-nonadeca- 
4,7,10,13-tetraenyl, 3-methylbutyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 

3- chlorophenyl, 3,4-difluorophenyl, 3,5-difluorophenyl, 2,S~dichlorophenyl, 
3,4-dichlorophenyl, 3,5-dichIorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3- 
fluorophenyl, 2-fluoro-5-iodophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, 4-tert-butylphenyl, 4-pentylphenyl, 3,4-dimefliylphenyl, 

5- fluoro-2-methylphenyl, 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 
4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 
3,4-methylenedioxyphenyl; or cyclopropyl, cyclopropylmethyl, cyclopentyl, 
cyciohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydro- 
isoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 
benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, /i-propyl, isopropyl, n-butyi, sree-butyl, 
isobutyl, ferf-butyl, n-pentyl, isopentyl, /i-hexyl, isohexyl, fluoromethyl, 
difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 
3-butenyl, 1-pentenyi, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, /i-propyl- 



amino, isopropylamino, n-butylammo, te^butylamino, iV^-dimethylaniino, 
iV-methyl-i\T-ethylamino, #iV-diethylamino, AT-methyl-iV4sopropylamino s 
JV-ethyl-JV-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 
2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1 -piperazinyl, 
5 4-methyl- 1 -piperazinyl, hydroxy, methoxy, efhoxy, isopropyioxy, n-propyloxy, 

2- tetrahydrofuiyl, 3-tetrahydrofuryl, 1 -tetrahydropyranyi, 2-tetrahydropyranyi, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, N-methylcarbamoyl, MTV-dimethylcarbamoyl, methylsulfinyl, 
mefhylsulfonyl, and 0=% provided that 0= is not directly connected to a 

10 heteroatom or to a carbon with a double bond; Y is C=0 or SO2, and X is a 
bond; 

or R 1 is benzene, pyrrole, fiiran, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 

IS quinolizine, benzofaran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, n-propyl, isopropyl, w-butyl, secAmtyl, isobutyl, terf-butyl, n-pentyl, 

20 isopentyl, /i-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifiuoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

4- pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 
amino, methylamino, ethylamino, n-propylamino, isopropylamino, w-butyl- 

25 amino, ter^butylamino, Mtf^methylamino, JV-methyl-tf-ethylamino, 

# iV-diethylamino, A^methyl-AT-isopropylamino, A^ethyl-iV^isopropylamino, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, 1 -piperazinyl, 4-methyl-l-piperazinyl, 
hydroxy, methoxy, ethoxy, isopropyioxy, n-propyloxy, fluoromethoxy, 

30 difluoromethoxy, trifluoromethoxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 



1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, JV-methylcarbamoyl, 
JNT,//-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that 
0= is not directly connected to a heteroatom or to a carbon with a double bond; 
5 R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methylpropyi, te/t-butyl, pentyl, hexyl, heptyl, 

3- methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 

1- heptadeca-8,ll-dienyl, l-heptadeca-8,ll,14-trienyl, l-nonadeca-4,7,10,13- 
tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 3,4-difluoro- 

10 phenyl, 3,5-difluorophenyl, 3-cMorophenyl, 4-chlorophenyl, 2,4-dichloro- 

phenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4~chloro-3-fluorophenyl, 

2- methylphenyl, 3-methylphenyl, 4-methylphenyl, 4-terMyutylphenyl, 

4- pentylphenyl, 3,4-dimethyIphenyl, 1-trifluoromethylphenyl, 2-trifluoro- 
methylphenyl, 3-trifluoromethylphenyl, 2-cyanophenyl, 3-cyanophenyl, 

15 4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomethoxyphenyl, 4-carbo- 
methoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 4-carboethoxy- 
phenyl, 2-caiboisopropoxyphenyl, 3-carboisopropoxyphenyl, 4-carboiso- 
propoxyphenyl, 2-nitrophenyl, 3-nitrophenyl, 4-nitrophenyl, 3,5-dinitrophenyl, 
2-methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 2-ethoxyphenyl, 

20 3-ethoxyphenyl, 4-ethoxyphenyi, 3,4-methylenedioxyphenyl, 2-trifluoro- 
methoxyphenyl, 3 -trifluoromethoxyphenyl, 4-trifluoromethoxyphenyl, or 
cyclopropylmethyl, cyclopentyl, benzyl, pyrrolidine, piperidine, pyrrole, furan, 
thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, 
indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 

25 1 ,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, isobenzofuran, 
chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, 
benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, 
optionally and independently substituted in one or more positions by a group 
selected from fluorine, chlorine, methyl, ethyl, w-propyl, isopropyl, n-butyl, 

30 sec-butyl, isobutyl, te/?-butyl, n-pentyl, isopentyl, w-hexyl, isohexyl, 
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fluoromefhyl, difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 
2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, 
methylamino, ethylamino, w-propylamino, isopropylamino, n-butylamino, ten- 

5 butyiamino, A^dimethylamino, JV-methyWV-ethylamino, jy;i\T-diethylamino, 
iV-methyl-A^isopropylamino, W-ethyl-JV-isopropylamino, 1-pyrrolidyl, 
2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, 
l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl- 1-piperazinyl, nitro, hydroxy, 
methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetrahydrofiiryl, 3-tetrahydro- 

10 furyl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 

4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, JV-methyl- 
carbamoyl, JV # 7^dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, 
provided that 0= is not directly connected to a heteroatom or to a carbon with a 
double bond, Y is OO and C=S, and X is NH, NMe, NEt or NCF 3 ; 

15 or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 

20 1 ,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, /i-propyl, isopropyl, n-butyl, «c-butyl, isobutyl, terf-butyl, n-pentyl, 
isopentyl, «~hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

25 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
isopropylamino, «-butylamino, te^butylamino, JV f iV-dimethylamino, JV-methyl- 
7V-ethylamino, jV^-diethylamino, JV-methyl-JST-isopropylamino, TV-ethyl-iV-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 

30 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 



piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyt, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, N-methylcarbamoyl, iV;JV-dnnethyicarbamo)4, methylsulfinyl, 
5 methylsulfonyl, and 0=, provided that O is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, terf-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,ll-dienyl, 1-heptadeca- 

10 8,1 1,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 

substituted in one or more positions by a group selected from fluorine, chlorine, 
methyl, ethyl, n-propyl, isopropyl, /i-butyl, sec-butyl, isobutyl, ferf-butyl, 
n-pentyl, isopentyl, w-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

15 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, «-propylamino, 
isopropylamino, n-butylamino, /er/-butylamino, Af,iV-dimethylamino, JV-methyl- 
W-ethylamino, AT, N-diethylamino, AT-methyl-^-isopropylamino, iV-ethyl-iV-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 

20 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1 -piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iV-methylcarbamoyl, N, AT-dimethylcarbamoyl, methylsulfinyl, 

25 methylsulfonyl, and 0% provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; or cyclopropyl, cyclopropyl- 
methyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroiso- 

30 quinoline, quinolizine, benzofiiran, isobenzofuran, chroman, benzothiophene, 
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pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, 
quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and independently 
substituted in one or more positions by a group selected from halogen, methyl, 
ethyl, ^-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, terf-butyl, w-pentyl, 
5 isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyi, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

1- propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

4- pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
isopropylamino, /i-butylamino, tert-butylamino, JV-dimethylamino, iV-methyl- 

10 JV-ethylamino, N,N-diethylamino, AT-methyl-iV-isopropylamino, iV-ethyl-iV- 
isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 

2- piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 
4~me<hyl- 1-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 
2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

15 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, #-methylcarbamoyl, i^iV-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0% provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
Y is CO, and X is O; 

20 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

22. A method according to any of claims 19-21, wherein R 1 is 2-chlorophenyl, 

5- chloro-2-cyanophenyl, 4-dimethylaminophenyl, 4-carbomethoxyphenyl, 




25 1 ,3,5-trimethyl- l//-pyrazol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 

3-carbomethoxythien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oieoyl, (l/?,2S,5i?)-(-)-menthyl, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 
3-chlorophenyl, 4-chlorophenyI, 2-fluoro-5-iodophenyl, 5-fluoro-2-methyl- 
phenyl, 4-fer/-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

30 4-nitrophenyl, 2-ethoxyphenyl, 1 -naphtyl, 2-fiuyl, 2,5-dimethyl-3-furyl, 



2- carbomethoxy-5 -furyl, I -methyl- l/T-pyrrol-2-yl, 3-methyl-2-benzofuryl, or 

3- methyl-2-thienyl, Y is C=0, C=S or S0 2 , and X is a bond, NH, NHMe, or O; 



as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 



23. A method according to any of claims 19-22, wherein the compound is 
selected from the compounds according to claim 5. 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

24. A method for eliciting a 1 5-lipoxygenase modulating effect in a subject in 
need of treatment, which comprises administering to die subject of a 
therapeutically effective amount of a compound of formula (II): 



R is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, Ci.6-alkyl, 
Cj-g-cycloalkyl, CWalkenyl, C 2 -6-alkynyl, aryl, C 3 -g-heterocycloalkyl, 



heteroaryl, CN, R 4 C(Z), (R^O^NC^Z), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, 
R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), (R^(R^NC(2^N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^(R^NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^(R 6 )NS(O) 0 N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R s )(R^NS(0)„N(R 7 )S(0) n N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 




(II) 



wherein: 
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(^(R^NCXZP, R 4 OC(Z)0, OzNO, R 4 S(0)„0, (R^fl^NSCO^O, 
R'OSCO^O, R 4 S, R 4 S(0)„, (R s KR < )NS(0) ll> and R^SfO)^ and wherein the 
Ci^-alkyl, C 3 . 8 -cycloalkyl, C 2 ^-alkenyl, C^-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 

5 by one or more groups selected from halogen, Ci^-alkyl, C^-cycloalkyl, 

C^-alkenyl, Cwi-alkynyl, aryl, C^heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCCZ^NCR^^XR^NCC^NCR^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R s )(R 6 )NS(0) n N(R 7 )CXZ)N(R 8 ), R 4 OC(Z)N(R 7 ), 

10 R 4 SC(Z)N(R 7 ),azido,N02,R 4 S(0) n N(R 7 ),(R 5 )(R 6 )NS(0) ll N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 
(R^CR^NSCO^N^SCO^NCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R*)NC(Z)0, R 4 OC(Z)O s 0 2 NO, R 4 S(0) n O, (R^CR^NS^O, 
R 4 OS(0) a O, R 4 S, R 4 S(O) 0 , (R^R^NSCO)^ R 4 OS(0)„, and Z, provided that Z 

15 is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C 3 _ 8 -cycloalkyl, C2-6-alkenyl, C 2 -6-alkynyl, aryl, C^-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ci^-alkyl, C^-cycloalkyl, Ca^-alkenyl, 
C 2 -6-alkynyl, aryl, C 3 .8-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

20 (R^CR^N^Z), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
^(R'ON^NCR^^XR^NCC^NCR^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^(R^NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), arido, NO z , R 4 S(0)„N(R 7 ), (R'XR^NSCOySfCR 7 ), 
(R^CR^N^NCR^SCOXNCR^R^CCZ^NCR^SCO^N^ 8 ), 

25 (R 5 )(R^NS(0)„N(R 7 )S(0)«N(R 8 ), R 4 OS(O) 0 N(R 7 ), R 4 0, R 4 C(Z)0, 
^(R^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R 5 )(R*)NS(0)„, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 



Z is a substituent connected by a double bond, and is selected from 0% S**, 
K*N=, (R S )(R 6 )NN=, R 4 ON=, (R^CR^NS^N*, NCN=, OzNCHK and 
(R^CR^C^ 
n is 1 or 2; 

5 R 2 is selected from hydrogen and Ci^-alkyl, optionally and independently 
substituted by one or more halogens; or where R 1 and R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 
heteroatoms, or 1-3 double bonds, and which optionally is substituted by a 
group selected from halogen, C^-alkyl, C^g-cycloalkyl, CWalkenyl, 

10 C 2 ^-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R'XR^NCXZ), R 4 OC(Z), R 4 SC(Z), (R'XR 6 )**, R 4 C(Z)N(R 7 ), 
(R^CR^NCC^NCR 7 ), (R 5 )(R^NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0)„N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^CR^NSCO^CR 7 ), 

15 (R 5 )(R^C(ZyN(JR7)S(0)^(R s ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 

(R s )(R 6 )NS(0)„N(R 7 )S(0) n N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCCZp, R 4 OC(Z)0, OaNO, R 4 S(0) n O, (R^R^NSCOyD, 
R 4 OS(0) n O, R 4 S, R 4 S(0)„, (R 5 )(R 6 )NS(0)„, and R 4 OS(0)„, and Z, provided 
that Z is not directly attached to an aryl or heteroaryl ring; and wherein the 

20 Ce-alkyl, C 3 -8-cycloalkyl, C 2 -6-alkenyl, C 2 ^-alkynyl, aryl, C 3 .8-hetero- 

cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, Ci^-alkyl, Cj.8-cycloalkyl, 
C 2 .6-alkenyl, C 2 ^-alkynyl, aryl, C 3 .8-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR'ONCCZ), R 4 OC(Z), R 4 SC(Z), (R^R^N, R 4 C(Z)N(R 7 ), 

25 (R 5 )(R*)NC(Z)N(R 7 ), (R^(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 X 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^(R^NS(0)^(R 7 )C(Z^(^\ R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, NOa, R 4 S(0)„N(R 7 ), ^(R^NS^^CR 7 ), 
(R^CR^NCCZJNCR^SCO^NCR^R^^NCR^S^nNCR 8 ), 
(R 5 )(R 6 )NS(0),,N(R 7 )S(0) n N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 

30 (R 5 )(R 6 )NC(Z)Q, R 4 OC(Z)0, OzNO, R 4 S(0) n O, (R^CR^NSCO^O, 



R 4 OS(0)„0, R 4 S, R 4 S(0) 0 , (R^CR^NSCO^, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci-e-alkyl, 
C^-s-cycloalkyl, C 2 ^-alkenyl, CWalkynyl, aryl, C 3 .g-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 

5 groups selected from halogen, Ci^-alkyl, C 3 .«-cycloalkyl, C 2 ^-alkenyl, 
C 2 ^-alkvnyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z) S 
(R^CR'ONCCZ), R 4 OC(Z), R 4 SC(Z), (R'XR^N, R 4 C(Z)N(R 7 ), 
(R^CR^NCC^NCR 7 ), (R^CR^N^NCR^CXZTINCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0)^(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 

10 R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0) n N(R 7 ), (R^CR^NSCO^CR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R 5 )(R 6 )NS(0) n N(R 7 )S(0)nN(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^CR^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0)„0, (R'XR^NS^O, 
R 4 OS(O) 0 O, R 4 S, R 4 S(0) n , (R^R^NSCO),,, R 4 OS(O) 0 , and Z, provided that Z 

IS is not directly attached to an aryl or heteroaryl ring; 
X is selected from a bond, O, or NR 8 ; 
Y is selected from C=0, OS, and S0 2 ; 

R 3 is Ci_6-alkyl, C 3 ^-cycloalkyl, CWalkenyl, C 2 ^-alkynyl, aryl, C 3 -8-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 

20 more positions by a group selected from halogen, Ci^-alkyl, C^-cycloalkyl, 
C 2 -«-alkenyl, C 2 ^-alkynyl, aryl, C 3 ^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^R^N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ),(R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 XR 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 

25 R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0) n N(R 7 ), (R^C^NS^^NCR 7 ), 
(R^^N^NCR^SCO^NCR^.R^CC^N^SCOnNCR 8 ), 
(R 5 )(R 6 )NS(0) ffl N(R 7 )S(0) n N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R s )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 0S(0)„O, R 4 S, R 4 S(0)„, (R^CR^NSCO),,, R 4 OS(0)„, and Z, provided that Z 

30 is not directly attached to an aryl or heteroaryl ring; and wherein the Ci^-alkyl, 



C3-8-cycloalkyl, CWalkenyl, CWalkynyl, aryl, C^heterocycloalkyl, and 
heteroaiyl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ci^-alkyl, C^-cycloalkyl, C2.6-alkenyl, 
Q.e-alkynyl, aryl, CM-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
5 (R^CR^NCfZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, Rty^NCR 7 ), 

(R^CR'Oncc^ncr'xcr^cr^ncczoncr^cc^ncr 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R^NS(0)„N(R 7 ), 
(R^R^NCfZONCR^SCO^NCR^R^^NCR^SCO^NCR 8 ), 

10 (R 5 )(R^NS(0)„N(R 7 )S(0) n N(R 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R'XR^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^CR^NSCO^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R^CR'ONSCO),,, R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the Ci^-alkyl, 
C 3 -8-cycloalkyl, C 2 ^-alkenyl, C 2 -«-alkynyl, aryl, Gj.8-heterocycloalkyl, and 

15 heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, Cj^-alkyl, C^g-cycloalkyl, C 2 ^-alkenyl, 
Ci^-alkynyl, aryl, C 3 .s-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^CR^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R S )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

20 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R^(R>IS(0) n N(R 7 ), 
(R 5 XR 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 
(R 5 XR*)NS(0) n N(R 7 )S(0) n N(R 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^R^N^O, R 4 OC(Z)0, O a NO, R 4 S(0) n O, (R 5 )(R ti )NS(0)»0, 

25 R 4 OS(0) n O, R 4 S, R 4 S(0)o, (R 5 )(R 6 )NS(0) a , R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
Ci^-alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, and C 3 . 8 -hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 

30 selected from halogen, Ci^-alkyl, C 3 .8-cycloalkyl, CW-alkenyl, C^s-alkynyl, 



aiyl, Cs^-heterocycloalkyt, heteroaiyl, CN, R 9 C(Z), (R l0 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R U )N, R 9 C(Z)N(R 12 ), (R l0 )(K u )NC(Z)N(R}\ 
(R ,0 )(R n )NC(Z)N(R l2 )C(Z)N(R 13 ), R^C^NCR^^NCR 13 ), 
(R^CR'^NSCO^CR'^^NCR 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 

5 no^r^co^nor'^cr^cr'^nsco^ncr 12 ), 

(R 10 )(R' 1 )NC(Z)N(R ,2 )S(0)„N(R 13 ), R 9 OC(Z)N(R 12 )S(0)nN(R 13 ), 
(R ,0 )(R l, )NS(O) n N(R l2 )S(O) n N(R 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R u )NC(Z)O, R 9 OC(Z)0, 0 2 NO, R^CO^O, (R'^CR^NSCO^O, 
R 9 OS(0)»0, R 9 S, R 9 S(0) n , (R ,0 )(R")NS(O) I1 , R 9 OS(0) to and Z, provided liiat Z 

10 is not directly attached to an aryl or heteroaiyl ring; wherein the Ci.6-alkyl, 
C^-cycloalkyl, C^-alkenyl, C 2 ^-alkynyl, aryl, C 3 _8-heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C w -alkyl, C^g-cycloalkyl, C2-6-alkenyl, 
C2^-alkynyl, aryl, C3-8-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 

15 (R t0 )(R u )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 )(R U )N, R 9 C(Z)N(R 12 ), 

(r'^Cr'^ncczjncr'^.^W^ncxz)^^ 2 )^)^^ 3 ), 

R 9 (X:(Z)N(R ,2 )C(Z)N(R 13 ),(R 10 )(R u )NS(O) n N(R ,2 )C(Z)N(R ,3 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0)„N(R 12 ), 
(R 10 )(R n )NS(O)»N(R 12 ), (R 10 )(R n )NC(Z)N(R 12 )S(O) (1 N(R ,3 ), 
20 R 9 OC(Z)N(R 12 )S(0) n N(R 13 ), (R 10 )^ 1 1 )NS(0) n N(R 12 )S(0) n N(R ,3 ) > 

R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, (R 10 )(R n )NC(Z)O, R 9 OC(Z)0, 02NO, 
R 9 S(0)nO, (R 10 )(R u )NS(O) a O, R 9 OS(0)„0, R 9 S, R 9 S(0) n , (R'W^O)* 
R 9 OS(0)n, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

25 or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, d^-alkyl, C3-8-cycloalkyl, C 2 ws-alkenyl, Q-e-alkynyl, aryl, 
C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R l0 )(R u )NC(Z), R 9 OC(Z), 

30 R 9 SC(Z), (R ,0 )(R")N, R 9 C(Z)N(R 12 ), (R ,0 )(R n )NC(Z)N(R ,2 ), 



R'CW, R'S, R»S(0)„ (R'VW R'OS(0)„ and Z, proved fcat Z 
is not directly attached to an aryl or hetetoaryi ring-, and wherein the C , 
C, rcycl^l, Cr^alkenyU C,^yl ; aryl, C^he^loalkyl, and 

0 heteroaryi residues are optionally and independent* substituted by one or more 
groups selected ftomhalogen, C,*-alkyl, C^cloalkyl, C^-alkenyl, 
Cw-alkynyl, aryl, C^-heterocycloalkyl, heteroaryi, CN, R 9 C(Z) 
<R<°)(R»)NC(Z), R'OC(Z), R'SQZ), (R"»)(R")1», R'C(Z)N(R ), 
(R'^'^Na^N^CR^CR'^NCWN^'^NCR' 3 ), 

,5 R'OCCZIN^WNCR"), (R'«KR")NS(0)„N(R ll )C(Z)N(R"), 

R'OCC^NCR' 2 ), R'SC(Z)N(R 12 ), ezido, NO* R'SKOW^R 1 *), 

(R' 0 )(R ,1 )NS(O)J>I(R' I ),(R l ' , )(R I, )NC(Z)N(R IJ ) S ( O >« N(R " ) ' 
R'OC(Z)N(R")S(0)^(R"),(R" , XR")NS(OWJ(R l! )S(0),N(R ,! ). 

R'OS(OWt<R ,2 >. R'O, R'aZ)0 ; (R'°XR")NC(Z)0, R'OC(Z)0, 0 2 NO, 
20 R'S(0)„0, (R'»)(R")NS(0)„0, R'OS(0) n O, R'S, R'S(0)„ CR")(R")NSCO)„ 
r'OS(0)„, and Z, provided that Z is not directly attached to an aiyl or 
heteroaryi ring; wherein the Cs-alkyl, CWoycloalkyl, Cn-atony!, 
C«-alkynyl, aryl, C 3J! -heterocyeloalkyl. and heteroaryi residues are optionally 
and independently substitutedby one or more groups selectedftom halogen, 
25 C w -alkyl, Q^oycloalkyl, Q«-alkenvl, Cw-alkynyl, aryl, 

Cs-he^rocycloalkyl, heteroaryi, CN, R'C(Z). <R'°XR")NC<Z), R 
R'SC(Z), (R'WN, R'aW 2 ), (R'°XR")NC(Z)N(R"), 
(R'^'^N^NCR'^W), R'Oa^NCR'^NCR"), 
(R'»XR 1 ')NS(O) nN (R> J )C(Z)N(R"),R»0aZ)N(R'\R'SC(Z)NCR ), azido, 

30 N0 2 ,R'S(0)„N(R' 2 ),<R' <, )(R U )NS(0)^(R' 1 ), 
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(R»XR")NC(Z)^^ 

dthatZ 

R>OS(0) B 0,R>S,R>S^^^ 
5 isnotdirectiyattachedtoanaiylorheteroarylting; 

R 9 R 10 R n , R u and R 13 are each independently selected from hydrogen, 
C^-alM, Cwrcycloalkyl, C^alkenyl, C^-alkynyl, aryl, and C M -hetero- 
cydoalkyl, optionaUy and independently substituted by one or mote groups 
selected from halogen, C^-alkyl, NH 2 , C^-alkylNH, (Q.-aHcyDCC^alkyDN, 
10 HO, C^-alkylO, 0 2 NO, and C^alkylS, wherein the C^alkyl residues are 
optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 . R ll > and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
15 halogen, C^-alkyl, NH* C^-alkylNH, (C^alkyDCCx^-alkyDN, HO, 
Cl : 6 -alkylO, 02NO, and C^-alkylS, wherein the C^kyl residues are 
optionally and independently substituted by one or more halogens. 

25 . A method according to claim 24, wherein R 1 is an aryl ring or heteroaryl 
20 rmg,optionaUyandindependenttysubstitutedinoneormorepositionsbya 

group selected from halogen, C^-alkyl, C M -cycloalkyl, C 2 . 6 -alkenyl, C M - 
alkynyl, aryl, C 3 ^heterocycloalkyl, heteroaryl, CN, R 4 C(Z), (R^NCCZ), 
R*OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), (R 5 )(R>rC(Z)N(R 7 ), 
R<OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R 5 XR 6 )NS(0)„N(R 7 ), R O, 
25 R 4 C(Z)0, (R^NC^O, R 4 S, R 4 S(0 )ltt rf^OV, and wherein the 
Cl 6 -alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, C 2 . 6 -alkynyl, aryl, C w -heterocyclo- 
alkyl, andheteroaryl residues are optionally and independently substitutedby 
one or more groups selected from halogen, Cfi-alkyl, C^-alkenyl, 
C , 6 -alkynyl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R<OC(Z), R 4 SC(Z), (R 5 )(R*)N, 
: 30 R<C(Z)N(R 7 ),(R 5 )(R^^^ 



R^O^CR 7 ), (R s )(R^NS(0)^(R 7 ), R 4 0, R 4 C(Z)Q, 0 2 NO, (R 3 )(R<)NC<Z)0, 
R 4 S, R 4 S(0)„, (R^NSCO). and Z, provided that Z is not directly attached to 
an aryl or heteroaryl ring; wherein the C^alkyl, C^-alkenyl, and C«-alkynyl 
residues are optionally and independently substituted by one or more groups 
5 selected from halogen, C^-alkyl, ^-alkenyl, C^-alkynyl, (R^N, R 4 0, 
and0 2 NO; 

Z is a substituent connected by a double bond, and is selected from 0= and 

R 4 N=; 
nisi or 2; 

10 R 2 is selected from hydrogen and C^-alkyl, optionally and independently 
substituted by one or more halogens; 
X is selected from a bond, O, or NR ; 
Y is selected from 0=0, C=S, and S0 2 ; 

R 3 is CWalkyl, C 3 -8-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C 3 -8-hetero- 
15 cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, C^-alkyl, C^-cycloalkyl, 
C^-alkenyl, C 2 ^alkynyl, aryl, C«-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0)„N(R 7 ), 
(R s )(R^NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, (R^NC^O, R 4 S, R 4 S(0)„, 
(R^CR^NSCO),,, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; and wherein the Ce-alkyl, C^-cycloalkyl, CWalkenyl, 
C^-alkynyl, aryl, C^heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
25 C^alkyl, C M -alkenyl, C«-alkynyl, CN, R 4 C(Z), (R 5 )(R*)NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R 5 )(R*)N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0)„N(R 7 ), (RW)^^ R 4 0, R 4 C(Z)0, 0 2 NO, 
(R^NCCZP, R 4 S, R 4 S(0)„, (R 5 )(R 6 )NS(0)„, and Z, provided mat Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Ci-6-alkyl, 
30 CWalkenyl, and C«-alkynyl residues are optionally and independently 
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substituted by one or more groups selected from halogen, C^-alkyl, 
Cw-alkenyl, C^-alkynyl, (R^N, R 4 0, and O2NO; 
R 4 , R s , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
Cw-alkyl, Ca^-cycloalkyl, C 2 . 6 -alkenyl, C^-alkynyl, aryl, Qw-hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R'^NCCZ), R 9 OC(Z), R 9 SC(Z), 
(R ,0 )(R n )N, R 9 C(Z)N(R 12 ), (R 10 )(R M )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R^O^ 12 ), (R'WNS^nNGl 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 S, R 9 S(0) M and(R 10 )(R n )NS(O) n ; and wherein the 
C^-alkyl, C 3 ^-cycloalkyl, C M -alkenyl, C^alkynyl, aryl, C 3 ^hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C^-alkyl, C 2 . 6 -alkenyl, 
CWalkynyl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 )(R n )N, 
R 9 C(Z)N(R 12 ), (R 10 )(R U )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0)„N(R 12 ), (R^CR'^NSCOnNCR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
> (R ,0 )(R U )NC(Z)O, R 9 S, R 9 S(0)„, (R X0 )(R u WS{O) m and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the Cmralkyl, 
C 2 .6-alkenyl, and C 2 ^-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, Ci^-alkyl, 
C«-alkenyl, C^alkynyl, (R 10 )(R n )N, R 9 0, and 0 2 NO; 
0 or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, CWalkyl, C 3 . 8 -cycloalkyl, C M -alkenyl, C 2 . 6 -alkynyl, aryl, 
C 3 8-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R l0 )(R n )NC(Z), R 9 OC(Z), 
15 R 9 SC(Z), (R l0 )(R n )N, R 9 C(Z)N(R 12 ), (R 1 W l )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), 
R 9 SC(Z)N(R 12 ), R'SCCWCR 12 ), (R ,0 XR u )NS(O) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0) n , andCR^CR^NSCO)* and wherein the 
Ce-alkyl, C 3 . 8 -cycloalkyl, C^alkenyl, C 2 -6-alkynyl, aryl, C 3 . 8 -hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
30 by one or more groups selected from halogen, C,. 6 -alkyl, CWalkenyl, 
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CWalkynyl, CN, R 9 C(Z), (R l0 )(R»)NC(Z), R 9 OC(Z), R 9 SC(Z), (R»)(R )N, 
R 9 C(Z)N(R 12 ), (R 10 )(R ,! )NC(Z)N(R 12 ), R'OC^NOR 12 ), R 9 SC(Z)N(R ), 
R^NCR 12 ), (R'W^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R")(R")NC(Z)0, R 9 S, R 9 S(0) m (R^^^NSCOV and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the C^-ateyl, 
CWalkenyl, and CWalkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C^-alkyl, 
C 2 ^-alkenyl, Q^-alkynyl, (R ,0 )(R n )N, R'O, and WO; 
R 9 , R 10 , R", and R 12 are each independently selected from hydrogen, C^-alkyl, 
, cl-alkenyl, and C^-alkynyl, optionally and independently substituted by one 
or more groups selected from halogen, C^-alkyl, NH 2 , Ce-alkylNH, 
(C^-alkylXCt^-alky^N, HO, C,. 6 -alkylO, and 0 2 NO, wherein the C w -alkyl 
residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R 11 , and R 12 are optionally joined to form a 5-7 
5 membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C,. 6 -alkyl, NH 2 , C^-alkylNH, (C^-aIkyl)(C w -alkyl)N, HO, 
C,. 6 -alkylO, and 0 2 NO, wherein the C^-alkyl residues are optionally and 
independently substituted by one or more halogens; 

as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 

26. A method according to any of claims 24-25, wherein R 1 is benzene, pyrrole, 
furan, thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, 
25 indole, indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroctumoline, 
isoquinoline, 1,2,3,4-tetrahydroisoquinoline, qumolizine, benzofuran, 
isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazole,benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
30 positions by a group selected from fluorine, chlorine, methyl, ethyl, n-propyl, 



isopropyl, n-butyl, sec-butyl, isobutyl, ter/-butyl, w-pentyl, isopentyl, n-hexyl, 
isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4~pentenyl, 5-hexenyl, 

5 cyano, carbomethoxy, caiboethoxy, caiboisopropoxy, amino, methylamino, 
ethylamino, n-propyiamino, isopropylamino, «-butylamino, ter^butylamino, 
A^dimethylamino, iV^mefliyl-Ar-ethylamino, # W-diethylamino, N-meihyl-N- 
isopropylamino, j\T-ethyl-AWsopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 
3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyI, 4-piperidyl, l-methyl-4- 

10 piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, 
isopropyloxy, /i-propyloxy, 2-tetrahydrofuryl, 3-tetrahydrofuiyl, 1-tetrahydro- 
pyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, 
acetyl, propionyl, pivaloyl, carbamoyl, AT-methylcarbamoyl, JV^-dimethyl- 
carbamoyl, methylsulfinyl, methylsulfonyl, and 0=, provided that is not 

IS directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, terf-butyl, 1-pentyl, 1-hexyl, 
1-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-8,ll-dienyl, 14ieptadeca-8,ll,14-trienyl, 1-nonadeca- 
20 4,7, 1 0, 1 3-tetraenyl, 3-methylbutyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 

3- chlorophenyl, 3,4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
3,4-dichlorophenyl, 3,5-dichlorophenyi, 3-chloro-4-fluorophenyl, 4-chloro-3- 
fluorophenyl, 2-fluoro-S-iodophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, 4-tert-butyiphenyl, 4-pentylphenyl, 3,4-dimethylphenyl, 
25 5-fluoro-2-methylphenyl, 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 

4-trifluoromethylphenyl, 2-methoxyphenyl, 3-methoxyphenyl, 
4-methoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 
3,4-methylenedioxyphenyl; or cyclopropyl, cyclopropylmethyl, cyclopentyl, 
cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, fiiran, thiophene, pyrazole, 
30 imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 



quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydro- 
isoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 
benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1 ,3 -benzodioxole, and benzodioxane, optionally and 
5 independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, n-propyl, isopropyl, n-butyi, sec-butyl, 
isobutyl, terf-butyl, «-pentyl, isopentyl, w-hexyl, isohexyl, fluoromethyl, 
difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 

10 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomefhoxy, 
carboethoxy, carboisopropoxy, amino, methylamino, ethylamino, n-propyl- 
amino, isopropylamino, n-butylamino, tort-butylamino, 7\T,JV-dimethylamino, 
N-methyl-iV-ethylamino, A^iV-diethylamino, i\T-methyl-A^isopropylamino, 
iST-ethyl-iV-isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pynrolidyl, 1-piperidyl, 

15 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 

2- tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, JV^methylcarbamoyl, A£iV-dimethylcarbamoyl, methylsnlfinyl, 

20 methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; Y is C=0 or S0 2 , and X is a 
bond; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indohne, isoindoline, quinoline, 

25 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 

quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 
1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 

30 ethyl, ^-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, terf-butyl, /*-pentyl, 



isopentyl, n-hexyl, isohexyl, fmoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 
5 amino, memylamino, ethylatnino, n-propylamino, isopropylamino, /i-butyl- 
amino, ter^butylarnino, W-dimethylamino, N-mefhyl-iV--ethylamino, 
WSWiemylamino, iV-methyl-^-isopropylamino, iST-ethyWisopropylamino, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, 
10 hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydrofuryl, 3-tetrahydrofuryl, 
1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, AT-methylcarbamoyl, 
M^dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and O, provided that 
15 0= is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

R 3 is methyl, ethyl, isopropyl, 2-methylpropyl, tert-butyl, pentyl, hexyl, heptyl, 
3-methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-beptadec-8-enyl, 

1- heptadeca-8,ll-dienyl, 14ieptadeca-8,ll,14-trienyl, l-nonadeca-4,7,10,13- 
20 tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 3,4-difluoro- 

phenyl, 3,5-difluorophenyl, 3-chlorophenyl, 4-chlorophenyl, 2,4-dichloro- 
phenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 4-chloro-3-fluorophenyl, 

2- methylphenyl, 3-methyiphenyl, 4-methylphenyl, 4-fert-butylphenyl, 
4-pentylphenyl, 3,4-dimethylphenyl, 1-trifluoromethylphenyl, 2-trifluoro- 

25 methylphenyl, 3-trifluoromethylphenyl, 2-cyanophenyl, 3-cyanophenyl, 
4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomethoxyphenyl, 4-carbo- 
methoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 4-carboethoxy- 
phenyl, 2-carboisopropoxyphenyl, 3-carboisopropoxyphenyl, 4-carboiso- 
propoxyphenyl, 2-nitrophenyl, 3-nitrophenyl, 4-nitrophenyl, 3,5-dinitrophenyl, 
30 2-methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 2-ethoxyphenyl, 



3- ethoxyphenyl, 4-ethoxyphenyl, 3,4-methylenedioxyphenyl, 2-trifluoro- 
methoxyphenyl, 3-trifluoromethoxyphenji, 4-trifluoromethoxyphenyl, or 
cyclopropylmethyl, cyclopentyl, benzyl, pyrrolidine, piperidine, pyrrole, furan, 
thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, 

5 indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 
1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofbran, isobenzofuran, 
chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, indazole, 
benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, 
optionally and independently substituted in one or more positions by a group 

10 selected from fluorine, chlorine, methyl, ethyl, n-propyl, isopropyl, H-butyl, 
sec-butyl, isobutyl, ferf-butyl, n-pentyl, isopentyl, /i-hexyl, isohexyl, 
fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 
2-butenyl, 3-butenyi, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, 

15 methylamino, ethylamino, n-propylamino, isopropylamino, /z-butylamino, tert- 
butylamino, iV^-dimethylamino, AT-methyl-JV-ethylamino, JV^-diethylamino, 
iV^methyl-iV-isopropylamino, iV-ethyl-iST-isopropylamino, 1-pyrrolidyl, 
2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, 
l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, nitro, hydroxy, 

20 methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetrahydrofaryl, 3-tetrahydro- 
fiiryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 

4- morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, JV-methyl- 
carbamoyl, M^-dimethylcarbamoyl, methylsulfinyl, methylsulfonyl, and 0=, 
provided that O* is not directly connected to a heteroatom or to a carbon with a 

25 double bond, Y is C=0 and C=S, and X is NH, NMe, NEt or NCF 3 ; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 

30 pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 



U-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, «-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, terf-butyl, n-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmetiiyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
isopropylamino, «-butylamino, tert-butylamino, i^-d^emylamino, tf-methyl- 
W-ethylamino, MiV-die1hylamino, iV-memyl-J^isopropylamino, tf-ethyl-AMso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, AT-memylcarbamoyl, M^-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, tert-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,ll-dienyl, 1-heptadeca- 
8,1 1,14-trienyl, l-nonadeca-4,7,l0,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 
methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, ferf-butyl, 
n-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-ptopenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl 
4-pentenyl, 5-hexenyl, amino, memylamino, ethylamino, n-propylamino, 
isopropylamino, n-butylamino, fert-butylamino, iV^-dimemylamino, tf-methyl 
^-ethylamino, i^AT-diethylamino, iV-methyl-iV-isopropylamino, tf-ethyl-tf-iso- 
) propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrroUdyl, 1-piperidyl, 2-piperidyl, 
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3- piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, w-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofiiryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4~morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 

5 carbamoyl, iV-methylcarbamoyl, iy;i\^dimethylcarbamoyl, methylsulfinyl, 
methyisulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; or cyclopropyl, cyclopropyl- 
methyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, fiiran, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, fhiazole, pyridine, indole, indoline, isoindoline, 

10 quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroiso- 
quinoline, quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, 
pyridazine, pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, 
quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and independently 
substituted in one or more positions by a group selected from halogen, methyl, 

15 ethyl, ^-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl, w-pentyl, 
isopentyl, w-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

1- propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 

4- pentenyl, 5-hexenyl, amino, methylamino, ethylamino, n-propylamino, 
20 isopropylamino, n-butylamino, terf-butylamino, iVIA^dimethylamino, AT-methyl- 

JV-ethylamino, iV-diethylamino, iV-methyl-A^-isopropylamino, iST-ethyl-iV- 
isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyi, 1-piperidyl, 

2- piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 
4-methyl- 1-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, «-propyloxy, 

25 2-tetrahydrofuryl, 3-tetrahydrofuryl, 1 -tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 

» 

carbamoyl, JV-methylcarbamoyl, iy;jV-dimethylcarbamoyl, methylsulfinyl, I 
melhylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
30 YisOO,andXisO; 



10 



as well as phannaceutically acceptable salts, stereoisomers or prodrugs thereof. 

27. A method according to any of claims 24-26, wherein R l is 2-chlorophenyl, 
5-cUoro-2-cyanophenyl, 4-dimemylaminophenyl, 4-carbomethoxyphenyl, 
13,5-trimethyl-lH-pyrazol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 
3- c'arbomethoxythien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oleoyl, (lRaS,5RH->nentoy\, 2-chlorobenzyl, phenyl, 3-fluorophenyl, 

3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, 5-fluoro-2-methyl- 
phenyl, 4-terf-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyl, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyl, 2-furyl, 2,5-dimemyl-3-furyl, 

2- carbomemoxy-5-furyl, l-memyl-ltf-pyrrol-2-yl, 3-mefcyl-2-benzofuryl, or 

3- methyl-2.thienyl, Y is C=0, C=S or S0 2 , and X is a bond, NH, NHMe, or O; 



15 as 



well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 



28. A method according to any of claims 24-27, wherein the compound is 
selected from the compounds according to claim 5. 



20 as 



well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 
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29 Use of a compound of formula (IT): 

a * 

N 

(ID 

5 wherein: 

r 1 is an aryl ring or heteroaryl ring, optionally and independently substituted in 
one or more positions by a group selected from halogen, C^-alkyl, 
C^cycloalkyl, C^-alkenyl, CWalkynyl, aryl, C M -heterocycloalkyl, 
heteroaryl, CN, R 4 C(Z), (R 5 )(R<)NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, 
R 4 C(Z)N(R 7 ), (R^(R>FC(Z)N(R 7 ), (R^WW^), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSW^. R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^NS^, 
(R 5 )(R^NC(Z)N(R 7 )S(0)„N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 

15 (R 5 )(R>IS(0) n N(R^^^^ 

(R^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NSCOnO, 
R 4 OS(0) n O, R 4 S, R 4 S(0)n, (R^NSCO),, and R'OSCO),; and wherein the 
C^-alkyl, Ca^-cycloalkyl, C^-alkenyl, CWalkynyl, aryl, C 3 ^-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C t .6-alkyl, C 3 ^-cycloalkyl, 
CWalkenyl, C^-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)NCR 7 ), (R^N^NCR^^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)nN(R 7 ), (R 5 )(R^NS(0) n NCR 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 )S(0) n N(R 8 ),R 4 OC(Z)N(R 7 )S(0) n N(R 8 ), 



20 



(R^NSCOnNCR^SCO^CR 8 ), R^SCO^CR 7 ), R 4 0, R 4 C(Z)0, 
(R^NCCZP, R 4 OC(Z)0, 0 2 N0, R 4 S(0) n O, (R^NSCO^O, 
R 4 OS(0) n O, R 4 S, R 4 S(0)», (R^CR^NSCOV R 4 OS(0)«, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; wherein the C,^-alkyl, 
5 C 3 . 8 -cycloalkyl, C^alkenyl, C«-alkynyl, aryl, C^heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C^-cycloalkyl, C 2 ^alkenyl, 
Ca^-alkynyl, aryl, C^heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
10 (R^NCC^NCR^^CR^N^NCR^NCR 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R 6 )NS(0) n N(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R^NSCO^CR 7 ), 
(R^NCCZON^SCO^NCR 8 ), R 4 OC(Z)N(R 7 )S(0)nN(R 8 ), 
(R^NSCOnNCR^SCOnNCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
15 (R 5 XR 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0)„0, (R^NSCOnO, 

R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R'KR^NSCO),,, R 4 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; 
Z is a substituent connected by a double bond, and is selected from 0% S=, 
r4n=> (r^n^k R*ON=, (R 5 )(R<)NS(0) 2 N=, NCN=, 0 2 NCH=, and 

20 (R 5 )(R 6 )C=; 
n is 1 or 2; 

R 2 is selected from hydrogen and C ,^-alkyl, optionally and independently 
substituted by one or more halogens; or where R 1 arid R 2 are optionally joined 
to form a 5-7 membered ring, and which ring optionally contains 1-3 

25 heteroatoms, or 1-3 double bonds, and which optionally is substituted by a 
group selected from halogen, C^-alkyl, C 3 . 8 -cycloalkyl, C 2 . 6 -alkenyl, 
C 2 . 6 -alkynyl, aryl, C 3 . 8 -heterocycloalkyl> heteroaryl, CN, R 4 C(Z), 
(R 5 )(R 6 )NCXZ), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 
(R^NC^N^ 7 ), (R^WWrt 

30 R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCOnNCR^NCR 8 ), R 4 OC(Z)N(R 7 ), 



R 4 SC(Z)N(R 7 ), azido, N0 2 , R^O)^ 7 ), (R^NSW), 
(R^NCC^NCR^SCO^CR 8 ), R^CCZiNCR^O^NCR 8 ), 
(R^NSCOnNCR^S^NCR 8 ), R^SCO^CR 7 ), R 4 0, R 4 C(Z)0, 
(R^NC^O, R 4 OC(Z)0, 0 2 N0, R 4 S(0) n O, (R^NSCO^O, 
5 R 4 OS(0) n O, R 4 S, «*S(0). (R^NSCO). and R 4 OS(0) w and Z, provided 
that Z is not directly attached to an aryl or heteroaryl ring; and wherein the 
CWalkyl, C^-cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C 3 . 8 *eterocyclo- 
alkyl, and heteroaryl residues are optionally and independently substituted by 
one or more groups selected from halogen, d^-alkyl, C 3 . 8 -cycloalkyl, ^ 
LO C^-alkenyl, CWalkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 
R^OC(Z)K(R 7 )C(Z)N(R 8 ), (R^CR^NSCOya^CC^NCR 8 ), R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, NO* R 4 S(0)»K(R 7 ), (R 5 )(R 6 )NS(0) n N(R 7 ), 
15 (R 5 )(R^NC(Z)N(R 7 )S(0)nN(R 8 ), R 4 OC(Z)N(R 7 )S(0)nN(R 8 ), 

(R^NWCR^O^ 8 ), R^S^NCR 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NS^O, 
R 4 OS(0) n O, R 4 S, R 4 S( 0)ll , ^08(0),, and Z, provided that Z 

is not directly attached to an aryl or heteroaryl ring; wherein the d. 6 -alkyl, 
20 C^-cycloalkyl, C 2 . 6 -alkenyl, C 2 . 6 -alkynyl, aryl, C M -heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 
groups selected from halogen, C^-alkyl, C 3 ^-cycloalkyl, Q^-alkenyl, 
CWalkynyl, aryl, C w -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R^NCCZ), R 4 OC(Z), R 4 SC(Z), (R^N, R 4 C(Z)N(R 7 ), 

25 (r^ncc^ncr^.CrWn^ncr^ncr 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R^NSCO^CR^NCR 8 ), R 4 OC(Z)N(R ), 
R 4 SC(Z)N(R 7 ), azido, NC- 2 , R 4 S(0).N(R 7 ), (R^NS^CR 7 ), 
(R^CR'ONCCZJNCR^O)^ 8 ), R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 
(R^NSW^WR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
30 (R^NCCZP, R 4 OC(Z)0, 0 2 NO, R 4 S(0) tt O, (R^NS^O, 



R 4 OS(0)nO, R 4 S, R 4 S(0)„, (RWWb K'OS^ and Z, provided mat Z 
is not directly attached to an aryl or heteroaryl ring; 

g 

X is selected from a bond, O, or NR ; 
Y is selected from 0=0, OS, and SCfe; 
5 R 3 is C^-alkyl, Cs-s-cycloalkyl, CWalkenyl, C^-alkynyl, aryl, C M -hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Ce-alkyl, C^-cycloalkyl, 
CWalkenyl, C 2 ^-alkynyl, aryl, C 3 -8-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 XR 6 )NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
10 (R 5 )(R 6 )NC(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 )C(Z)N(R 8 ), 

R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (RWOWW 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R 6 )NS(0)nN(R 7 ), 
(R 5 )(R^NC(Z)N(R 7 )S(0^ 

(R^NSCO^N^SCO)^ 8 ), R^SCO^NCR 7 ), R 4 0, R 4 C(Z)0, 
15 (R^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0)«0, (R^NS^O, 

R 4 OS(0) n O, R 4 S, R 4 S(0) n , (R^NSCO),, R 4 OS(0)„, and Z, provided that Z 
is not directly attached to an aryl or heteroaryl ring; and wherein the C^-alkyl, 
C M -cycloalkyl, C M -alkenyl, C^-alkynyl, aryl, C 3 ^heterocycloalkyl, and 
heteroaryl residues are optionally and independently substituted by one or more 
20 groups selected from halogen, C^-alkyl, C^-cycloalkyl, C M -alkenyl, 
C 2 -6-alkynyl, aryl, C 3 . 8 -heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 
(R 5 )(R*)NC(Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, R 4 C(Z)N(R 7 ), 
(R 5 )(R 6 )NC(Z)N(R 7 ), (R^NCC^NCR^^NCR 8 ), 
R<OC(Z)N(R 7 )C(Z)N(R 8 ), (R^CR^NS^N^CC^N^ 8 ), R 4 OC(Z)N(R 7 ), 
25 R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0)„N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), 
(R 5 )(R^NC(Z)N(R 7 )S(O) o N(R 8 ),R 4 0C(Z)N(R 7 )S(O) n N(R 8 ), 
(R^NSCOnNCR^O^NCR 8 ), R 4 OS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R^NC^O, R 4 OC(Z)0, 0 2 NO, R 4 S(0) n O, (R^NS^O, 
R 4 OS(0) n O, R 4 S, K A S(0) m (R s )(&mO)n, R 4 OS(0) n , and Z, provided that Z 
30 is not directly attached to an aryl or heteroaryl ring; wherein the C^-alkyl, 



C^-cycloalkyl. C 2 .«-alkenyl, C^-alkynyl, aryl, C 3 ^-heterocycloalkyl, and 
heteroaiyl residues are optionally and independently substituted by one or more 
groups selected from halogen, Ci^-alkyl, C 3 .«-cycloalkyl, C 2 -c-alkenyl, 
C 2 -6-aDcynyl, aryl, C 3 -8-heterocycloalkyl, heteroaiyl, CN, R 4 C(Z), 

5 (R^CR^NCXZ), R 4 OC(Z), R 4 SC(Z), (R^CR^N, R 4 C(Z)N(R 7 ), 
(R^CR'ON^N^XCR^CR^N^NCR^CC^NCR 8 ), 
R 4 OC(Z)N(R 7 )C(Z)N(R 8 ), (R 5 )(R^NS(0)nN(R 7 )C(Z)N(R 8 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), azido, N0 2 , R 4 S(0) n N(R 7 ), (R 5 )(R')NS(0) B N(R 7 ), 
(R 5 XR^NC(Z)N(R 7 )S(0) n N(R 8 X R 4 OC(Z)N(R 7 )S(0)„N(R 8 ), 

10 (R^R^NSCOy^CR^SCO^NCR 8 ), R 4 OS(0)„N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 OC(Z)0, OjNO, R 4 S(0) n O, (R 5 )(R 6 )NS(0) a Q, 
R 4 OS(0) n O, R 4 S, R 4 S(0)a, (R^CR'ONSCO),,, R 4 OS(0)» and Z, provided that Z 
is not directly attached to an aryl or heteroaiyl ring; 
R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 

15 Ci^-alkyl, C 3 ^-cycloaIkyl, C 2 ^-alkenyl, C 2 ^-alkynyl, aryl, and C 3 . 8 -hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, CWalkyl, C 3 .g-cycloalkyl, C 2 ^-alkenyl, CW-alkynyl, 
aryl, C 3 . 8 -heterocycloalkyl, heteroaiyl, CN, R 9 C(Z), (R l0 )(R M )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R 10 )(R ll )N, R 9 C(Z)N(R' 2 ), (R'^CR'^NCC^NCR 12 ), 

20 (R 10 )(R U )NC(Z)N(R 12 )C(Z)N(R 13 ), R 9 OC(Z)N(R 12 )C(Z)N(R ,3 ), 

(R^CR'^NSCO^NCR^^^NCR 13 ), R 9 OC(Z)N(R' 2 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R^COnNCR 12 ), (R ,() )(R ,, )NS(0) n N(R ,2 ), 

(r'W^ncc^ncr'^sco^cr^xr'occz^ncr'^sco^nor. 13 ), 
(r'w^nsco^cr^sco^ncr 13 ), r^sco^cr 12 ), r 9 0, r 9 c(z)0, 

25 (R ,0 )(R ! l yNC(Z)0, R 9 OC(Z)0, 0 2 NO, R 9 S(0) n O, (R 10 )(R' ^ns^o, 

R^SCOnO, R 9 S, R 9 S(0) n , (R 10 XR n )NS(O) o , R 9 OS(0) n , and Z, provided that Z 
is not directly attached to an aryl or heteroaiyl ring; wherein the Ci^-alkyl, 
C 3 _8-cycloalkyl, C 2 ^-alkenyl, CWalkynyl, aryl, C 3 ^-heterocycloalkyl, and 
heteroaiyl residues are optionally and independently substituted by one or more 

30 groups selected from halogen, Ci^-alkyl, C 3 .s-cycloalkyl, CWalkenyl, 



C^-alkynyl, aryl, C 3 *-heterocycloalkyl> heteroaryl, CN, R 9 C(Z), 
(R 10 )(R")NC(Z), R 9 OC(Z), R 9 SC(Z), (R l0 )(R u )N, R 9 C(Z)N(R 12 ), 
(R 10 )(R U )NC(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R ,2 )C(Z)N(R 13 ), 
R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), (R^CR^NSCO^NCR'^NCR 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido,N0 2 , R 9 S(0)nN(R 12 ), 
(R 10 )(R 1, )NS(O) n N(R 12 ),(R ,0 )CR 11 )NC(Z)N(R l2 )S(O)„N(R ,3 ), 
R 9 OC(Z)N(R ,2 )S(0) n N(R ,3 ),(R^(R u )NS(0)^(R 12 )S(0) n N(R^ 
R^O^CR 12 ), R 9 0, R 9 C(Z)0, (R l0 )(R n )NC(Z)O, R 9 OC(Z)0, C- 2 NO, 
R 9 S(0) n O, (R 10 )(R n )NS(O)nO, R 9 OS(0) n O, R 9 S, R 9 S(0) te CR 10 XR lI )NS(O)„, 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; 

or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1 -3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^alkyl, C^cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, 
C^heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R'WNCCZ), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R n )N, R 9 CCZ)N(R* 2 ), (R^CR'^N^NCR 12 ), 
(rIOXR^NC^NCR 12 )^^^^ 

(R'^^NSCO^NCR'^NCR 13 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N<R 12 ), azido, 

N0 2 , R'SCOXNCR 12 ), (R 10 XR n )NS(O) n N(R 12 ), 
(R^XR'^NCC^N^^SCO^NCR'^R'O^N^^SCO^CR 13 ), 

(R^'^NS^NCR'^OnNCR 13 ), R 9 OS(0)„N(R 12 ), R 9 0, R 9 C(Z)0, 

(R 10 )(R u )NC(Z)O, R 9 0C(Z)0, 0 2 NO, R 9 S(0) n O, (R 10 )(R ll )NS(O)„O, 

R 9 OS(0) n O, R 9 S, R'SCOo, <Jl^(R")mO)u, R 9 OS(0)„, and Z, provided that Z 

25 is not directly attached to an aryl or heteroaryl ring; and wherein the CWalkyl, 

Ca-a-cycloalkyl, C^-alkenyl, CWalkynyl, aryl, C^heterocycloalkyl, and 

heteroaryl residues are optionally and independently substituted by one or more 

groups selected from halogen, C^-alkyl, C 3 ^-cycloalkyl, C^-alkenyl, 

Cz-e-alkynyl, aryl, C 3 *-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), 

30 (R I0 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R 10 XR n )N, R 9 C(Z)N(R 12 ), 



R 9 OC(Z)N(R I2 )C(Z)N(R 13 ), (R'W^SCO^^NCR 13 ), 
R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, N0 2 , R 9 S(0)„N(R 12 ), 
(R^(R ,l )NS(0) n N(R 12 ),(R^(R ,, )NC(Z)N(R 12 )S(0) ft N(R ,3 ), 
R 9 OC(Z)N(R 12 )S(O) n N(R l3 ),(R 10 )(R n )NS(O) n N(R ,2 )S(O) n N(R ,3 ), 
R'OSCO^NCR 12 ), R'O, R 9 C(Z)0, (R ,0 )(R n )NC(Z)O, R 9 OC(Z)0, O.NO, 
R 9 S(0)»0, CRVWOXA R 9 OS(0) n O, R 9 S, R'SCO),,, (R 10 )(R n )NSCO)„, 
R 9 OS(0)„, and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; wherein the CWalkyl, C 3 . 8 -cycloalkyl, CWalkenyl, C 2 -6- 
alkynyl, aryl, C 3 ^heterocycloalkyl, and heteroaryl residues are optionally and 
independently substituted by one or more groups selected from halogen, 
C w -alkyl, C-wrcycloalkyl, CWalkenyl, C 2 -6-alkynyl, aryl, 
C 3 *-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), 
R 9 SC(Z), (R ,0 )(R U )N, R 9 C(Z)N(R 12 ), (R'^OR 1 ^NCC^NCR 12 ), 
(R^CR'^N^NCR^a^NCR 13 ), R 9 OC(Z)N(R 12 )C(Z)N(R 13 ), 
(R ,0 )(R n )NS(O) n N(R ,2 )C(Z)N(R ,3 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), azido, 
N0 2 , R 9 S(0) n N(R 12 ), (R I0 )(R n )NS(O) n N(R 12 ), 
(R l0 )(R ll )NC(Z)N(R 12 )S(O) n N(R 13 ), R 9 OC(Z)N(R l2 )S(0) tt N(R 13 ), 
(R'^CR'^NSCO^^SCO^NCR 13 ), R 9 OS(0) n N(R 12 ), R 9 0, R 9 C(Z)0, 
(R ,0 )(R")NC(Z)O, R 9 OC(Z)0, 0 2 NO, R 9 S(0)„0, (R ,0 )(R u )NS(O) n O, 
R 9 OS(0) n O, R 9 S, R 9 S(0) n , (R^ONSCO),,, R 9 OS(0) n , and Z, provided that Z 
is not diTectly attached to an aryl or heteroaryl ring; 
R 9 , R 10 , R 11 , R 12 and R 13 are each independently selected from hydrogen, 
Cw-alkyl, C 3 4-cycloalkyl, C M -alkenyl, Qw-alkynyl, aryl, and Q»_ 8 -hetero- 
cycloalkyl, optionally and independently substituted by one or more groups 
selected from halogen, C^-alkyl, NH 2 , C^-alkylNH, (C-e-alkylXC^-alkyDH 
HO, C^-alkylO, 0 2 NO, and C w -alkylS, wherein the C w-alkyl residues are 
optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R n , and R 12 are optionally joined to form a 5-7 
3 membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 



double bonds, and which optionally is substituted by a group selected from 
halogen, C^alkyl, NH 2 , C^-alkylNH, (C w -alkyl)(C^-alkyl)N, HO, 
C^-alkylO, 0 2 NO, and d. 6 -alkylS, wherein the C^-alkyl residues are 
optionally and independently substituted by one or more halogens; 

in the manufacture of a medicament for the therapeutic treatment or preventing 
of a disease or disorder, which is associated with 15-bpoxygenase, such as 
asthma, chronic obstructive pulmonary disease, pulmonary fibrosis, allergic 
disorders, rhinitis, inflammatory bowel disease, inflammatory pain, 
10 atherosclerosis, vasculitis, pancreatitis, arthritis, osteoarthritis, rheumatoid 
arthritis, conjunctivitis, iritis, scleritis, uveitis, wound healing, dermatitis, 
eczema, psoriasis, stroke, diabetes, autoimmune diseases, Alzheimers disease, 
multiple sclerosis, sarcoidosis, and Hodgkin's disease and other malignancies, 
in a subject in need thereof. 

15 

30. The use according to claim 29, wherein R 1 is an aryl ring or heteroaryl ring, 
optionally and independently substituted in one or more positions by a group 
selected from halogen, CWalkyl, Cs^-cycloalkyl, C M -aMcenyl, C^alkynyl, 
aryl, C^-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), (R^NCCZ), R 4 OC(Z), 
20 R 4 SC(Z), (R 5 )(R*)N, R 4 C(Z)N(R 7 ), (R S )(R^NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R 5 )(R^NS(0) n N(R 7 ), R 4 0, R 4 C(Z)0, 
(R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0) n , and^WNS^),,; and wherein the 
C^-alkyl, C 3 . 8 -cycloalkyl, C^-alkenyl, C^-alkynyl, aryl, C 3 ^ieterocyclo- 
alkyl, and heteroaryl residues are optionally and independently substituted by 
25 one or more groups selected from halogen, C^-alkyl, C 2 . 6 -alkenyl, 

C^-alkynyl, CN, R 4 C(Z), (R^Z), R 4 OC(Z), R 4 SC(Z), (R 5 )^, 
R*C(Z)N(R 7 ), (R S )(RW(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), 
R 4 S(0) n N(R 7 ), (R^NSW), R 4 0, R 4 C(Z)0, O z NO, (R 5 )(R 6 )NC(Z)0, 
R 4 S, R 4 S(0)„, (R^NSCO),,, and Z, provided that Z is not directly attached to 
30 an aryl or heteroaryl ring; wherein the C^-alkyl, C 2 . 6 -alkenyl, and C^-alkynyl 
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residues are optionally and independently substituted by one or more groups 
selected from halogen, CWalkyl, CWalkenyl, C 2 -6-alkynyl, (R^CR^N, R 4 0, 
and 0 2 NO; 

Z is a substituent connected by a double bond, and is selected from 0= and 
5 R^; 
n is 1 or 2; 

R 2 is selected from hydrogen and Q^-alkyl, optionally and independently 
substituted by one or more halogens; 
X is selected from a bond, O, or NR 8 ; 

10 Y is selected from C=0, OS, and S0 2 ; 

R 3 is CWalkyl, C 3 -8-cycloalkyl, C 2 . 6 -alkenyl, C 2 _6-alkynyl, aryl, C^g-hetero- 
cycloalkyl, or heteroaryl, optionally and independently substituted in one or 
more positions by a group selected from halogen, Ci^-alkyl, C3-8-cycloalkyl, 
C M -alkenyl, C 2 ^-alkynyl, aiyl, C^g-heterocycloalkyl, heteroaryl, CN, R 4 C(Z), 

15 (R 5 )(R 6 )NC(Z),R 4 0^ 

(R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), R 4 SC(Z)N(R 7 ), N0 2 , R 4 S(0) n N(R 7 ), 
(R^R^NSCO^NCR 7 ), R 4 0, R 4 C(Z)0, (R 5 )(R^NC(Z)0, R 4 S, R 4 S(0) n , 
(R^(R^NS(0) n , and Z, provided that Z is not directly attached to an aryl or 
heteroaryl ring; and wherein the Cj^-alkyl, C3„ 8 -cycloalkyl, C 2 -6-alkenyl, 

20 C 2 ^-alkynyl, aryl, C3.g-heterocycloalkyl, and heteroaryl residues are optionally 
and independently substituted by one or more groups selected from halogen, 
CWalkyl, C 2 . 6 -alkenyl, C 2 _ 6 -alkynyl, CN, R 4 C(Z), (R 5 )(R 6 )NC(Z), R 4 OC(Z), 
R 4 SC(Z), (R 5 )(R 6 )N, R 4 C(Z)N(R 7 ), (R 5 )(R 6 )NC(Z)N(R 7 ), R 4 OC(Z)N(R 7 ), 
R 4 SC(Z)N(R 7 ), R 4 S(0) n N(R 7 ), (R^CR^NS^JSICR 7 ), R 4 0, R 4 C(Z)0, 0 2 NO, 

25 (R 5 )(R 6 )NC(Z)0, R 4 S, R 4 S(0) n , (R^CR^NS^, and Z, provided that Z is not 
directly attached to an aryl or heteroaryl ring; wherein the Q-6-alkyl, 
C 2 .6-alkenyl, and C 2 .$-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, CWalkyl, 
C 2 .6-alkenyl, C^-alkynyl, (R 5 )(R 6 )N, R 4 0, and 0 2 NO; 



R 4 , R 5 , R 6 , R 7 , and R 8 are each independently selected from hydrogen, 
CWalkyl, C«-cycloalkyl, C 2 ^-alkenyl, C«-alkynyl, aryl, C^-hetero- 
cycloalkyl, heteroaryl, CN, R 9 C(Z), (R w )(R ll )NC(Z), R 9 OC(Z), R 9 SC(Z), 
(R 10 )(R 1, )N,R 9 C(Z)N(R ,2 ),(R 10 )(R ^ )NC(Z)N(R 12 ),R 9 OC(Z)N(R ,2 ), 

R 9 SC(Z)N(R 12 ), R 9 S(0),iN(R 12 ), (R 10 )(R ll )NS(O)iiN(R 12 ), R 9 0» R 9 C(Z)0, 
(R ,0 )(R n )NC(Z)O, R 9 S, R 9 S(0) n , and(R l0 XR n )NS(O) n ; and wherein the 
C,.«-alkyl, C 3 ^cycloalkyl, C 2 ^alkenyl, CWalkynyl, aryl, C^-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C w-alkyl, CWalkenyl, 
C^alkynyl, CN, R 9 C(Z), (R^CR^NCCZ), R 9 OC(Z), R 9 SC(Z), (R^CR")*, 
R 9 C(Z)N(R 12 ), (R 10 )(R n )NC(Z)N(R ,2 ) > R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
R 9 S(0) n N(R 12 ), (R'^^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, 0 2 NO, 
(R 10 )(R» ^NC^O, R 9 S, R 9 S(0)„, (R^^NSCO),,, and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the CWalkyl, 
C^-alkenyl, and Cw-alkynyl residues are optionally and independently 
substituted by one or more groups selected from halogen, C,^-alkyl, 
C«-alkenyl, C 2 . 6 -alkynyl, (R ,0 )(R n )N, R 9 0, and 0 2 NO; 
or where any pair of R 4 , R 5 , R 6 , R 7 , and R 8 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
halogen, C^-alkyl, C 3 ^-cycloalkyl, C w -alkenyl, C 2 . 6 -alkynyl, aryl, 
C^-heterocycloalkyl, heteroaryl, CN, R 9 C(Z), (R ,0 )(R n )NC(Z), R 9 OC(Z), 
R*SC(Z), (R l0 )(R n )N, R 9 C(Z)N(R 12 ), (R l0 )(R»)NC(Z)N(R 12 ), R 9 OC<Z)N(R 12 ), 
R'SC(Z)N(R 12 ), R'SCO^CR 12 ), (R'^^NSCOnNCR 12 ), R 9 0, R 9 C(Z)0, 
(R 10 )(R n )NC(Z)O, R 9 S, R 9 S(0)„, andCR^'WO),,; and wherein the 
C^-alkyl, Cs^-cycloalkyl, C^-alkenyl, Q-e-alkynyl, aryl, Ca-g-hetero- 
cycloalkyl, and heteroaryl residues are optionally and independently substituted 
by one or more groups selected from halogen, C^-alkyl, CWalkenyl, 
C^-alkynyl, CN, R 9 C(Z), (R 10 )(R n )NC(Z), R 9 OC(Z), R 9 SC(Z), (R ,0 KR I1 )N, 
D R 9 C(Z)N(R' 2 ), (R ,0 )(R n )NC(Z)N(R 12 ), R 9 OC(Z)N(R 12 ), R 9 SC(Z)N(R 12 ), 
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R'SCO^CR 12 ), (R^'^NSCO^CR 12 ), R 9 0, R 9 C(Z)0, C^NO, 
(R l0 )(R u )NC(Z)O, R 9 S, R'SCO),. (R l0 )(R n )NS(O)n, and Z, provided that Z is 
not directly attached to an aryl or heteroaryl ring; wherein the Ce-alkyl, 
C 2 . 6 -alkenyl, and CWalkynyl residues are optionally and independently 
5 substituted by one or more groups selected from halogen, C w-alkyl, 
C M -alkenyl, C«-alkynyl, (R ,0 )(R U )N, R 9 0, and 0 2 NO; 
R 9 , R 10 , R" , and R 12 are each independently selected from hydrogen, C-6-aIkyl, 
C^-alkeuyl', and C^-alkynyl, optionally and independently substituted by one 
or more groups selected from halogen, Ci^-alkyl, NH 2 , C^-alkylNH, 
10 (C^-alkyl)(C l ^alkyl)N, HO, C^-alkylO, and 0 2 NO, wherein the C.^-alkyl 
residues are optionally and independently substituted by one or more halogens; 
or where any pair of R 9 , R 10 , R!\ and R 12 are optionally joined to form a 5-7 
membered ring, and which ring optionally contains 1-3 heteroatoms, or 1-3 
double bonds, and which optionally is substituted by a group selected from 
15 halogen, C^-alkyl, NH 2 , C w -alkylNH, (C w -alkyl)(Ci-«-alkyl)N, HO, 
C-o-alkylO, and 0 2 NO, wherein the C^-alkyl residues are optionally and 
independently substituted by one or more halogens; 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

20 

31. The use according to any of claims 29-30, wherein R l is benzene, pyrrole, 
furan, thiophene, pyrazole, imidazole, oxazole, isoxazole, miazole, pyridine, 
indole, indoline, isoindoline, quinoline, 1^,4-tetrahydroquinoline, 
isoquinoline, 1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, 
25 isobenzofuran, chroman, benzothiophene, pyridazine, pyrimidine, pyrazine, 
indazole, benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and 
benzodioxane, optionally and independently substituted in one or more 
positions by a group selected from fluorine, chlorine, methyl, ethyl, ^-propyl, 
isopropyl, «-butyl, sec-butyl, isobutyl, tert-butyl, «-pentyl, isopentyl, n-hexyl, 
; 30 isohexyl, fluoromelhyl, difluoromethyl, trifluoromethyl, cyclopropyl, 



cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 
1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, 
cyano, carbomethoxy, carboethoxy, carboisopropoxy, amino, methylammo, 
ethylamino, »-propylaimno, isopropylamino, w-butylamino, fert-butylamino, 
iWdimemylamino, i^memyl-^mylaimiio, tf^diethylainino, Ar-memyl-iNT- 
isopr<)pylammo,iV^myl-//-isoptopylaimno, 1-pyrroUdyl, 2-pyrrolidyl, 
3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4- 
piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, hydroxy, methoxy, ethoxy, 
isopropyloxy, n-propyloxy, 2-tetrabydrofuryl, 3-tetrahydrofuryl, 1-tetrahydro- 
pyranyi, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, 
acetyl, propionyl, pivaloyl, carbamoyl, AT-methylcarbamoyl, ^AT-dimethyl- 
carbamoyl, methylsulfinyl, methylsulfonyl, and O-, provided that 0= is not 
directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, butyl, 2-methylpropyl, tert-butyl, 1-pentyl, 1-hexyl, 
1-heptyl, 1-octyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8- 
enyl, l-heptadeca-S.ll-dienyl, l-heptadeca-8,ll,l4-trienyl, 1-nonadeca- 
4,7,10,13-tetraenyl, 3-melhylbutyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 

3- cWoropnenyl. 3,4-difluorophenyl, 3,5-difluorophenyl, 2,5-dichlorophenyl, 
3,4-dichlorophenyl, 3,5-dichlorophenyl, 3-cMo«>^fluorophenyl, 4-chloro-3- 
fluorophenyl, 2-fluoro-5-iodophenyl, 2-methylphenyl, 3-methylphenyl, 

4- methylphenyl, 4-^-butylphenyl, 4-pentylphenyl, 3,4-dimemylphenyl, 

5- fluoro-2-methylphenyl, 2-trifluoromethylphenyl, 3-trifluoromemylphenyl, 
4-trifluoromethylphenyl, 2-methoxyphenyl, 3-melhoxyphenyl, 

25 4-methoxyphenyl, 2-ethoxyphenyl, 3-ethoxyphenyl, 4-ethoxyphenyl, 

3,4-methylenedioxyphenyi; or cyclopropyl, cyclopropylmethyl, cyclopentyl, 
cyclohexyl, naphtyl, pyrrolidine, piperidine, pyrrole, foran, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 
quinoline, l,2,3,4.tetrahydroquinoline,isoquinoUne, 1,2,3,4-tetrahydro- 

30 isoquinoline, quinolizine, benzofuran, isobenzofuran, chroman, 
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benzothiophene, pyridazine, pyrrolidine, pyrazine, indazole, benzimidazole, 
quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and 
independently substituted in one or more positions by a group selected from 
fluorine, chlorine, methyl, ethyl, n-propyl, isopropyl, w-butyl, sec-butyl, 
5 isobutyl, /erf-butyl, n-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, 
difluotomethyl, trifluoromethyl, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 

3- butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, cyano, carbomethoxy, 
caiboethoxy, carboisopropoxy, amino, methylamino, ethylamino, n-propyl- 

1 0 amino, isopropylamino, n-butylamino, terf-butylamino, JV^dimethylamino, 
JV^methyl-i\T-ethylamino, iV,iV^diethylamino, JV-methyl-iST-isopropylamino, 
AT-ethyl-JV-isopropylamino, 1-pyrrolidyl, 2-pyrroiidyl, 3-pyrrolidyl, 1-piperidyl, 

2- piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 

4- methyM-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 
15 2-tetrahydrofuryl, 3-tetrahydrofuryi, l-tetrahydropyranyl, 2-tetrahydropyranyl, 

3- tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, 7\T-methylcarbamoyl, Af^-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; Y is OO or SO2, and X is a 

20 bond; 

or R 1 is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 
isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 
quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 

25 pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 

1,3-benzodioxole, and benzodioxane, optionally and independently substituted 
in one or more positions by a group selected from fluorine, chlorine, methyl, 
ethyl, w-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, te/t-butyl, 11-pentyl, 
isopentyl, /i-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 

30 cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylraethyl, 
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1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, cyano, carbomethoxy, carboethoxy, carboisopropoxy, 
amino, methylamino, ethylamino, ^-propylamine, isopropylamino, n-butyl- 
amino, ter^bntylamino, Wtoemylamino, Ar-memyl-N-emylarnmo, 
W-diethylarnino, ^rnethyWisopropylarnino, iV-emyl-AT-isopropylarnmo, 
1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 
4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, 
hydroxy, mefhoxy, ethoxy, isopropyloxy, n-propyloxy, fluoromethoxy, 
difluoromethoxy, trifluoromethoxy, 2-tetrahydroforyl, 3-tetrahydrofuryl, 
1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 4-morpholinyl, 
thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, tf-memylcarbamoyl, 
^iV-dimethylcarbamoyl, mewylsulfinyl, methylsulfonyl, and 0=, provided that 
0= is not directly connected to a heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl, or ethyl; 

r 3 is memyl, ethyl, isopropyl, 2-methylpropyl, ferf-butyl, pentyl, hexyl, heptyl, 

3- methylbutyl, 1-tridecanyl, 1-pentadecanyl, 1-heptadecanyl, l-heptadec-8-enyl, 
I4ieptadeca-8,ll-dienyl, l-heptadeca.8,ll,14-trienyl, l-nonadeca-4,7,10,13- 
tetraenyl, phenyl, 2-fluorophenyl, 3-fluorophenyl, 4-fluorophenyl, 3,4-difluoro- 
phenyl, 3,5-difluorophenyl, 3-chlorophenyl, 4-chlorophenyl, 2,4-dichloro- 
phenyl, 3,5-dichlorophenyl, 3-chloro^-fluorophenyl, 4^hloro-3-fluorophenyl, 
2-methylphenyl, 3-methylphenyl, 4-methylphenyl, 4-tert-bntylphenyl, 

4- pentylphenyl, 3,4-dimethylphenyl, 1-trifluoromethylphenyl, 2-trifluoro- 
methylphenyl, 3-trffluoromeraylphenyl, 2-cyanophenyl, 3-cyanophenyl, 
4-cyanophenyl, 2-carbomethoxyphenyl, 3-carbomethoxyphenyl, 4-carbo- 

; methoxyphenyl, 2-carboethoxyphenyl, 3-carboethoxyphenyl, 4-carboethoxy- 
phenyl, 2-carboisopropoxyphenyl, 3-carboisopropoxyphenyl, 4-carboiso- 
propoxyphenyl, 2-nitrophenyl, 3-nitrophenyl, 4-nitrophenyl, 3,5-dinitrophenyl, 

2- methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 2-elhoxyphenyl, 

3- ethoxyphenyl, 4-ethoxyphenyl, 3,4-methylenedioxyphenyl, 2-trifluoro- 
0 rneraoxyphenyl, 3-trifluorom^ 
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cyclopropylmethyl, cyclopentyl, benzyl, pyrrolidine, piperidine, pyrrole, furan, 
thiophene, pyrazole, imidazole, oxazole, isoxazole, thiazole, pyridine, indole, 
indoline, isoindoline, quinoline, 1,2,3,4-tetrahydroquinoline, isoquinoline, 
1,2,3,4-tetrahydroisoquinoline, quinolizine, benzofuran, isobenzoturan, 
| 5 chroman,berizothiophene,pyri<iazme,pyrimidine 

benzimidazole, quinazoline, quinoxaline, 1,3-benzodioxole, and benzodioxane, 
optionally and independently substituted in one or more positions by a group 
| selected from fluorine, chlorine, methyl, ethyl, n-propyl, isopropyl, n-butyl, 

sec-butyl, isobutyl, terf-butyl, n-pentyl, isopentyl, «-hexyl, isohexyl, 
10 fluoromethyl, difluoromethyl, trifluoromethyl, cyclopropyl, cyclobutyi, 

cyclopentyl, cyclohexyl, cyclopropylmethyl, 1-propenyl, 2-propenyl, 1-butenyl, 
2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 4-pentenyl, 5-hexenyl, amino, 
methylamino, ethylamino, n-propylamino, isopropylamino, «-butylamino, tert- 
butylamino, AT, A^dhnemylaniino, JV-memyl-W-emylamino, MAT-diemylamino, 
15 Ar-memyl-AT-isopropylanimo,JV^ 1-pyrrolidyl, 

2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 3-piperidyl, 4-piperidyl, 
l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l-piperazinyl, nitro, hydroxy, 
methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetrahydrofuryl, 3-tetrahydro- 
furyl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetrahydropyranyl, 
20 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, carbamoyl, tf-methyl- 
carbamoyl, iWdimethylcarbamoyl, methylsulfrnyl, methylsulfonyl, and 0=, 
provided that 0= is not directly connected to a heteroatom or to a carbon with a 
double bond, Y is C=0 and C=S, and X is NH, NMe, NEt or NCF 3 ; 
V or R l is benzene, pyrrole, furan, thiophene, pyrazole, imidazole, oxazole, 

: 25 isoxazole, thiazole, pyridine, indole, indoline, isoindoline, quinoline, 
0 7": 1,2,3,4-tetrahydroquinoline, isoquinoline, 1,2,3,4-tetrahydroisoquinoline, 

quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, pyridazine, 
! I - : pyrimidine, pyrazine, indazole, benzimidazole, quinazoline, quinoxaline, 

# ir:** 1,3-benzodioxole, and benzodioxane, optionally and independently substituted 

30 in one or more positions by a group selected from fluorine, chlorine, methyl, 



ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl, n-pentyl, 
isopentyl, n-hexyl, isohexyl, fluoromeliiyl, difluoromethyl, trifluoromethyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, mefhylamino, ethylamino, «-propylarnino, 
isopropylamino, n-butylamino, ter^butylamino, Mtf-dimemylamino, W-methyl- 
N-ethylamino, AT,N-diethylamino, A^memyl-A^isopropylamino, tf-ethyl-tf-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
piperazinyl, hydroxy, methoxy, efhoxy, isopropyloxy, n-propyloxy, 2-tetra- 
hydrofuryl, 3-tetrahydrofuryl, 1-tettahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 
carbamoyl, iST-methylcarbamoyl, AT.JV-dimethylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and O, provided that 0= is not directly connected to a 
heteroatom or to a carbon with a double bond; 
R 2 is hydrogen, methyl or ethyl; 

R 3 is propyl, isopropyl, /erf-butyl, pentyl, 1-tridecanyl, 1-pentadecanyl, 
1-heptadecanyl, l-heptadec-8-enyl, l-heptadeca-8,1 1-dienyl, 1-heptadeca- 
8,11,14-trienyl, l-nonadeca-4,7,10,13-tetraenyl, a phenyl independently 
substituted in one or more positions by a group selected from fluorine, chlorine, 
methyl, ethyl, n-propyl, isopropyl, «-butyl, sec-butyl, isobutyl, terM>utyl, 
n-pentyl, isopentyl, n-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoro- 
methyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 
1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, memylamino, emylamino, n-propylamino, 
isopropylamino, «-butylamino, fe^butylamino, AT,^dmiemylamino, JV-methyl 
JV-ethylamino, MiV-diethylamino, tf-me&yl-AMsopropylamino, tf-ethyl-W-iso- 
propylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 2-piperidyl, 
3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 4-methyl-l- 
) piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, n-propyloxy, 2-tetra- 
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hydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 3-tetra- 
hydropyranyl, 4-morpholinyl, Ihiomethyl, acetyl, piopionyl, pivaloyl, 
carbamoyl, Af-methylcarbamoyl, WW-dimemylcarbamoyl, methylsulfinyl, 
methylsulfonyl, and 0=, provided that 0= is not directly connected to a 

I 5 heteroatom or to a carbon with a double bond; or cyclopropyl, cyclopropyl- 

methyl, cyclopentyl, cyclohexyl, benzyl, pyrrole, furan, thiophene, pyrazole, 
imidazole, oxazole, isoxazole, thiazole, pyridine, indole, indoline, isoindoline, 

^ quinoline, l^jS^tetrahydroquinoline^soquinoline, 1,2,3,4-tetrahydroiso- 

quinoline, quinolizine, benzofuran, isobenzofuran, chroman, benzothiophene, 
10 pyridazine, pyrimidine, pyrazine, indazole, benzirnidazole, quinazoline, 

quinoxaline, 1,3-benzodioxole, and benzodioxane, optionally and independently 
substituted in one or more positions by a group selected from halogen, methyl, 
ethyl, /i-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, rert-butyl, w-pentyl, 
isopentyl, «-hexyl, isohexyl, fluoromethyl, difluoromethyl, trifluoromethyl, 
15 cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, 

1- propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 1-pentenyl, 2-pentenyl, 
4-pentenyl, 5-hexenyl, amino, methylamino, emylamino, n-propylamino, 
isopropylamino, w-butylamino, tert-butylamino, M^me&ylamino, JV-methyl- 
J\r-ethylamino, iV,i\r-diethylamino, ^memyl-^isopropylamino, JV-ethyl-iV- 

20 isopropylamino, 1-pyrrolidyl, 2-pyrrolidyl, 3-pyrrolidyl, 1-piperidyl, 

2- piperidyl, 3-piperidyl, 4-piperidyl, l-methyl-4-piperidyl, 1-piperazinyl, 
4-methyl-i-piperazinyl, hydroxy, methoxy, ethoxy, isopropyloxy, »-propyloxy, 
2-tetrahydrofuryl, 3-tetrahydrofuryl, 1-tetrahydropyranyl, 2-tetrahydropyranyl, 

\ * 3-tetrahydropyranyl, 4-morpholinyl, thiomethyl, acetyl, propionyl, pivaloyl, 

25 carbamoyl, iV-memylcarbamoyl, WJV-dimemylcarbamoyI, methylsulfinyl, 

• mm 

:"*: methylsulfonyl, and 0=, provided that 0= is not directly connected to a 

f •« heteroatom or to a carbon with a double bond; 

: — : YisC=0,andXisO; 

• ■» * 

- ♦ - • 
• ■ • 

: . .:" 30 as well as pharmaceutical^ acceptable salts, stereoisomers or prodrugs thereof. 



32. The use according to any of claims 29-31, wherein R 1 is 2-chlorophenyl, 5- 
chloro-2-cyanophenyl, 4-dimemylaminophenyl, 4-carbomethoxyphenyl, 
l,3,5-trimelhyl-lfl-pyra2ol-4-yl, 3-methylisoxazol-5-yl, 3-pyridyl, or 
3-carbomemoxythien-2-yl, R 2 is hydrogen or methyl, R 3 is methyl, 1-octyl, 
oleoyl, (1^2S,5/Q-(-)-menthyl, 2-chlorohenzyl, phenyl, 3-fluorophenyl, 

3- chlorophenyl, 4-chlorophenyl, 2-fluoro-5-iodophenyl, 5-fluoro-2-methyl- 
phenyl, 4-tert-butylphenyl, 4-pentylphenyl, 3-trifluoromethylphenyi, 

4- nitrophenyl, 2-ethoxyphenyl, 1-naphtyl, 2-furyl, 2,5-dimethyl-3-furyl, 

2- carbomethoxy-5-furyl, 1 -methyl- lif-pyrrol-2-yl, 3-methyl-2-benzofuryl, or 

3- methyl-2-thienyl, Y is CO, C=S or SO* and X is a bond, NH, NHMe, or O; 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof. 

33. A method according to any of claims 29-32, wherein the compound is 
selected from the compounds according to claim 5. 

as well as pharmaceutically acceptable salts, stereoisomers or prodrugs thereof 



Abstract 



This invention relates to novel compounds, to pharmaceutical compositions 
comprising the compounds, as well as to the use of the compounds in medicine 
and for the preparation of a medicament, which acts on the 1 5-lipoxygenase. It 
is of special interest to provide a medicament against inflamma tory diseases 
and disorders having an inflammatory component 
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